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= (54) Title: NOVEL G PROTEIN-COUPLED RECEPTOR PROTEIN AND DNA THEREOF 
== (54)£E<&*ft: ®mGZ>J<<?KX&mis<b'J9-*>'t5%&&lf*<DDNA 

SS (57) Abstract: It is intended to provide a novel protein which is useful in screening an agonist/an antagonist, etc. More specifically, 
^= a human-origin protein or its salt; a DNA encoding this protein; a method of determining a ligand to this protein; a method/a kit for 

screening a compound capable of altering the binding properties of the ligand to the protein; compounds obtained by the screening 

or salts thereof; and so on. 
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mmm 

^-^>;i^R05-&#<«^UTV^guanine nucleotide-binding protein 

* >A>? m&'&m u-fe - ? yj\z m $> % \z 7 Ensile ut 7 * - * >/t 
(7tmr) i^s$n-s>. 

mwh^t±^^mmz^mm<D^ti:^wfz.mm<Dmmf)m^nx 
^z>* mz, &mft&®mt!kWfo(Dmimmz-&&b, tn?*i\zMmz> 
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10 fee 

fccDNA©Srfirffi#lJ&*Expressed Sequence Tag (EST) tbtf-^^-X 

> ^^m^mm-r^mm^tbxmm^nx^rco fox, £#rtT©£sig 

^G^>/^»^S^^^-©^^J:r^^«?W^M$nTV^. 
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mmzBft-rzztiz&K). mut7*-\ztt?z>73-xh&tz\$7>23 
tst>\z$.Tz, G?>/wn#'&mu j t'7?-<DmfcT : £mzm'3<, 

10 *>#V>. WtU±.7?-\ZttT%7>?3-Zh J $ : >7d-Zb<D& 

^> &uiL7*-&te?izM't2>7> ; ? j t>z&M<Dmx\z£2>, ^t&f-mm^ 
fomrz ut^tts. z.<Dm&\z\mu^7?-<D&&mm\$mfcj-±<DX$: 
^go&mzm^ztzMZi&m^xutiim'z&Q, mvt^^-<D^&f-\t 
is , mu^7?-<D®m^±izM*?zmmo^to/%imm^nMmzfomtz>z\ 

20 >/t^S*fc«^-©^^^K^3-H1-^^U7^l/^K (DNA, RN 

%i&nm.mfc* mG^>/^n^mu j t^-^>^^n^tz 
\z* <Di&<Dm7&m. mG*>rt>7 m&'&m mi - * k *> l < ©as 
25 ^•f^Y^tz^omzn-r^^ w<g* > rtznx'&Mu*.? >n 

K U # > F £ S G * >/1 £ St u-t 7 ? >/t £ a £ © 
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$ u >tf* v v zm vix# e> n 5 * u # > h t&G ? >ntr w&'&m u-t 7 

io u±7?-?y^?n*3-\!t%DNA(D£MmmmzmttT%zt\z!&$)L 
?ywnrf7®mnmm(DG?y/wn&'&Mu^7?-?y/wnx&z>z\ 

15 ^>/^Si^TGR3 7 t^Lfc. *5l«0kt^-^>y^IH a-^ 
hnh^y>l/t^- (Journal of Biological Chemistry 274 (9): 5491-8 

(1999)) \z7^ymmmu^)vx\ uxmstommmmtbznzmmi mmn 

mnzmtetcfe^ *nw*5ti&tz>\z^K. B 
20 -ttztt, 

(1) iT°%znz7$yffimwtm-'bL<\$mm&}\zm--<D7 
s y miB^J^^-r z> z\ t zw®. ttzG? ynz m&'&m u-t??-* yn z 

(2) m^m^r: ix%2n%7^;&mmfrt>f3iZ>G*yrt!7m&i§imu-t 
o) ±13 (i) tm<DG?yA?m#'&mu±:7*-2yrt?n(D&ft'<7 
(4) ±ib (i) mm<DG?yA?m&'&MuiL7?-2y/wn&n-\!-? 
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(5) ±13 (2) B8©G^>;^»MSUt^-^>/t^ - Ht 
•5>DNAx 

(6) E*wt: 2-?&2nzm&mm*p>tez>DNA, 

(7) ±E (4) B«©#U5l^U*^Hft^*T*IMft^^^-, 

5 (8) ±|B (7) E«oaiftA^^^-T^afetftS'&fc»Reift#:, . 

o) ±s (8) E*©7BfH6&<**#*u ±ib (i) mmo>G?>M%. 

G * >/1 * U-fe ^ - * > A£ « * tc tt-t ©*©«3fi& 

(10) ±13 (1) I3«©G*>/\ 0 £M&&S'l/izy*-*>A 0 £ftt>U<« 
10 ±E (3) E«0«^^K*fctt-t©a[*^bTfe*K*» 

(11) ±B (4) BfcOtfUS^tf^Ffc-SWbTfc-SEH, 

(12) ±13 (1) E«©G*>W*#B:gl^:/*-*>WRfcb<« 
±E (3) E«0«^y^H*&tt*©*K«r«ttff, 

(13) ±E (1) E«©G^>A^K*fiS!Hr^-^>/^H©">^ 
15 ;W€3lS^?SHtfl:r*»t»»tt#ir**±E (12) E«©ffi#, 

.(14) ±13 (12) E«©Stfr*^#UT^*^»rKI» 

(15) ±E (12) ElttD&#fc**t/Tfc*K*, 

(16) ±E (1) Ett©G*>/^K££SMi:/*-*>/^»'&L<« 
±13 (3) E«©«»^^ , 5 : 'K*fctt-€-©«[*fflViS^tm;0#6n5*±E 

20 (1) E«©G^>/^K*ttfflW-t^-^>^^R*fctt-t©ttK:J*T*U 

(17) ±E (16) E*©G*>/^K#«Sl^:/*-©y#>K*^fr 

(18) ±13 (1) E«©G^>A^»*fiS!U"t^-^>^^R*)L<tt 
25 ±12 (3) \t&1t\tt<Dl&&m\'*ZZ£&ft&t?&±& (1 

) E«©G^>^^«*ftfflP-fe^-^>A^K*fctt*©i|[K:«t-*U^> 

K©&5tm 

(19) ±E (1) E«©G*>/^R#figlHr:/*-*>/^Rfeb<fcj: 
±13 (3) !3«©^^y5 1 H^fc^©^fflV^c:iS:#^a:1-^U^>h ; 
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(20) ±e (i) mmoGfyAzn&'&mu^f-fwznbLKte 

±E (3) B«0»»^^F*fctt*ottft^*r*J:t*»«ir*U^> 
5 K£±E (1) E*OG^>/t^R^!8;S!l/-fe^--^>;'?^H*fctt^O«[t 

(2 1) ±13 (19) E«©*£U-:i>^£flsSfctt±E (2 0) I3«&©X 
i7V-~>if%*y HfeJ8V*Tf»&ft3*U#>Ffc±E (1) E*©G*>/"< 

10 fcte^©l£, 

(2 2) ±13 (19) E«©X^'J-->^ffi*fctt±E (2 0) IBUS©* 
^>J-=>^+yh*ffiViT#6n5*U^f>Hi±E (1) f3«©G^>;^ 

fcKfr*©tfl[*£#LTfcSI5JI, 
15 (2 3) ±13 (4) ESS©#U*£l'*^KiA^XhU>$>x>hfc&#T 
TA-f ^ XTS # U ^ £ I/^5=- h\ 

(2 4) ±13 (4) EttO^U^^U^HtffittW^JSSEyiJ^fctt-t©- 

(2 5) ±E (4) E«©#U^^^^H*fctt*©-»*fflVi*!lt*4» 
20 «fr*±E (1) S*OG^W^RftfiIH:^-^>/^R0mRNA 
©?£*#& 

(2 6) ±13 (12) E*©$tflE*fflVi*c:t*#«t-r*±E (1) IBm© 
G* >/t^»*fiIUt^-^ >/^K©J£*#i& 

(2 7) ±E (2 5) (2 6) E«©fel*ft*«Va*;:t*<«»tr 

25 &±e (i) mm<DG?>Ki7w&'iSLMut7i?-<Di&m*mmt5mm<Dm®i 

(2 8) ±13 (2 5) E«©£*#ft*m>*E£&«F*£*t*±E (D E 
«©G^>^^**fiffl^'fe^-^>/t^R©f6S**SEftS**ft^«*fc 
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(29) ±c (2 6) mm<Dfem%&*m^z>ztmmtt%mmm\zm 

(3 0) ±|B (2 8) IB«c07,^U-->^fe^^T#e,n5^±IB (1 

(3D ±s (29) mmo7,2v-->?%&zm^Tnt>n : DZ>Mmm\z 

io (3 2) ±e (2 8) mm®z?v-->>fjjm%:m*Tn*>no%±m (i 
) i3«© g * >w u-t y * - * >n z k <D%mmz&4k s -S3 

(3 3) ±IB (2 9) l2®©7.^'J-->^j*^fflViT#e>n5^mitt 

&tt5±i2 (i) umvGzynzn&m&vttz-zynzm.mzmti*^ 

(3 4) ^fg^JlL 3fc£ttML tf§ig§^iL ftWtt^H, $fe3&S£3l3: 
tc\mfcWi&&m>0^® • &iS$!lTfc3±lB (2 2), (3 2) (3 3) 

(3 5) Pf^ttfe^LT, ±E (1 9) BB*O^^U-->^ffi*fctt± 
20 IB (2 0) iE*c©X£U-->:?tf*y h£/BV>T#e>n?5U#>K£±fB ( 

25 (3 6) m%mmzMLX, ±13 (2 8) U-~>^;fri££/flV>T 
#6*15 £±fE (1) B«©G^>/1^Jl*ttaiHr^-^W?^R©56SS 
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(3 7) *MWM&fc#l,T, ±E (2 9) B»CDX^U-=>^»ft«ViT 

. team 

(3 8) ffiHHMft, ft, ftNttftft, ftftSgAS 

fcttw^b***!*©^ » • »«Wftiijft'r*fcjf>©±B (i9) e*©x*v- 
— >^fe*fctt±ffl (20) iB^©^^ u— h^^T#e>n^ 

5U#>K£±E (1) Ett©G^>/^R#ftS^-fe:^-^>/^K3;fcHt 

(39) «e ^siss^s, 5®, rarest, assm* 
• »i«a*«ar*fc»©±B (2 8) e*<d**u- 

(4 0) ^itt^i, ft, ftitt^a, 

fcttifHtg£££©^Bfr • ^«S9S«jS-r *fc»©±B (29) ie«©^ * u - 
->^#&£^T#£>n53ifflMk:&tf£±f2 (1) E«©G*>A*R# 

ssv^y^-^>^^Hs^s-s-sft:^«*fctt^©a[©^*sfcR-r5. 

(4 1) ?>rt?Mifl s CDIB?iJ#-5f : lT*gb$tl57$y« K?Q#-J§- 
: n»b«n«75;iBltOlS!&l42IHJ: (ff*b<tt, 1-3 0® 
Sft. £D$?£L<te:l~l Offlgg, SSfcj?*b<«»fi (l~5fi) ) © 
7$y&J&*#fcLfc7$y&E?!I, @Bai##: lT*b3n*7S/*Ea»C 
l^fe«2TO± (#£L<W:, l~3 0fflg£, J;l9^L<ttl~l0ii 
SSfcffSlXRMfcfii (l~5fl) ) 07$yKj&«tfJDLfc7$yilE^ 
l^*fc3ft*75>>«EW+©lSfctt2«KU: (ff*b<ttl 
-30 J;D$?£L<ttl~l OfiSS, S5fcff*Ktt»fl (1-5 

n**to*fc7$ywwi*«r«^>/«^jiT**±B (i) mm<DG*> 
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(4 2) ±E (1) IBm©G^>/^M*SSl/-fe7 p ^-^>/^K=bL<« 

■€-©*3:&tt±E (3) mw.vuft^^FbLKttvMt, umfcGVstz 
imttzztzftmttztm us) E«©D#>H©ft£m 

5 (4 3) U#>H#, filAtf, 7X**xX>X tfX^i/X jtj^-tfy-f K 
, 3l^X*h*~X ^Jl^X iroh-X ^^h-x -i-D^y^H 
y, ^-tf^h\ 7UX /ty^l/. r », **->hXX PACAP w* P 
ACAP2 7, PACAP 3 8) , ir^l^X if)VtS^>, ***>KiX 7 
KW^^a'JX GHRH, CRF, ACTH, GRP, P 

10 TH, VIP VVJT 97-4 7 ■ -f>f7f^Jh #'J^7^F) , 
*5PX tfiJX 75 'J X y^v^-X CGRP 

7u7s9ify>V>, h X 7f; -XX 7KW"UX drt^-O 
X-A-77$'J- (M, IL-8, GROa, GROjS, GROt. NAP- 

15 2, ENA-78, GCP-2, PF4, IP10, Mig, PBSF/SDF 
-la^CXCm-OU-^jaU-jMCAF/MCP-l, MCP- 
2, MCP-3, MCP-4, eotaxin, RANTES, MlP-la, 
MIP-lj3, HCC-1, MIP-3a/LARC, MIP-3a/ELC, 
1 -3 0 9, TARC, MIPF-1, MIPF-2/eotaxin-2, M 

20 DC, DC-CK1/PARC, S L C& i*©C Cfr^fjj >*t~77 T 5 U - ; 
lymphot act inft £© C ^ft-f X!r77 7 5 U - ; f ractalkineft i*©CX3C 
frtt-i >1f777 5U-^) , l>Ft'JX l>fD^h'JX k7>*$ 
X — a.— Df»X TRH, A>^l/7r^ y£#U^7^-T h\ ft? — > 

* U^77fy>i (LPA) *fctt^7-f >^S/>l-U>ttT?»4±B3 

25 (42) mm® U # > K ©&£#&, 

• (4 4) (i) ±|B (1) Eit©G*>^f|&fc3!Mi7^-*>A#g& 
b<tt-€-©a[*fctt±jE (3) E*©»3M7"^HfetXl*fc©4tti* U#>K 
fc*S£ll$1t-fc*££, (i i) ±E (1) fEm© G*>A-£St&&M 1^7* 
-*X^Stfcb<te^©&£fcte±E (3) E«©«^^Ht>L<tt^© 
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WLttz±.m (i 9) BB«©^^u-->^m • 
(45) (i) sfttufcu#>F*±flB (i) mwuDG* ynznvkismvt 

(1) EtOG^W^ Ml 7* >A£ Jt t> b < fcfrt ©Jfc* fc\t± 
IB (3) E«Og(5^y5 1 K ! feb<tt^©^^ffi$-li:fe^^i3^, fflftL 
£<J#>K©±E (l) Eft©G*>/1£g#SS!Miy*-:?>^SSfcb< 
«-€-©tt£fctoLhE (3) E«©^^y5 1 H : bU<«^CD^»r^^»^ 

io sosu jfc«rr5;i££#«£Tsu;tf>F£±E en e«©g*>ws# 

(4 6) (i) Mlxfc'J^f>H*±E (1) EtCG^W^SMIl/t 

^-^>^^R*^-r*aufifcSifti[S-e-fc*^i:, an awwtu#> 

15 F*J:imi(Mb^i»*±E (l) IBiOG^>;^IMIUt^-^>;^ 

*i&6M»j£u Jt«r*ct*»«a:-r*u^>Ht±E (i) ib«©g* 

20 (4 7) (i) MILfcU;»>Ffc±E (1) E«0G*>/1*R#8SMMz 
^-^>^^K**^*lift©«H^fcaHttS-a:fc»^t, (i i) flfSKL 
fcU#>h*fc<fctftttlMfr&»&±E (1) tift<DG*>MR#&mi't79- 

25 Kt±E (1) Eft©G^>/1^a^SS!I/-fey^-^>/1^S*fc^omi: 

(4 8) (i) M»LfcU#>H£±E (7) E«©7£®iite&#£ig«-r£ C 
<h ? TR»KteJft^©aiiai«H56S b G * > A £ U± 7 * > 

WKC&ttSttfcS^i, (i i) sabfcU^f>K*J;cmil^i»*±E 
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tz g * >w w&om >n z r \z&mz tt%&\z& n% > mm u 

U Jt*f*Jlt«Wfci:1-*'j3tf>Ft±B (1) E*©G*>/^R5fc£g 

(4 9) (i) ±12 (1) E«©G^>7^S*18Il/t^-^>/^HS 
fcte^<z>&£SttfcT3fc£ti£±E (l) E«©G*>WR#«:gH::/* 

-*>M%%ttTzmmz&m2i*:iti§i£t, a n ±b (d e«©g 

K8tfb£*£±E (1) fE«©G^>/^^B*fiiUf^-^^i'fiHt 
t-*»ISfc^^&«£K::fett*, G^>A^R*®S!Hi^-^>^^R 
*^Lfc»lftM*fiH4*«£U Jfc««Cfc*4M*£T*y;tf>Kfc±E (1 
) B«©G^>^^R*fiai^-fe^-^>^^RSfctt-e©ifit©ilS^ttS3g 
15 <bS-&Sft^«Sfctt-€-©Jfi©X^U-->^S, 

(5 0) ±E (1) Bft©G^>;t^R#SM^-fe^-^>A^R$fe««5- 
©&£mtefcT5fb"&4&£±lB (8) E«©»Reift«:*«ll"r«^tfc«toT 

m-zttm&t, ±e (i) s«0G^>/^«*ssi/t^-^>/^is 

20 fctt*©*tf^ftT*ft^**J:imifcfls^*t±E (8) IBicflW 
*J»«CtlC*oT«»Rte*l#©ilfiJ»IC»5lbfcG^>^^R*(a!ffll/ 

•fe 7* - * R \z&m £ -fr fcif^ IC £ Vf 5 , G * > A ^ R^&si Hz 7^ - 

£±E (1) St©G^>/^SftfiIH:^-^>/^Rt!tH:^(Oli:© 
25 Sfe^^^b^-frS^^^fett^©^©^^ U-->^^ 

(5 1) ±E (l) Bfc©G^>/t^R^SS!Hr^-^>A^R*fi§tt{b 

x tohrx ^^h-x -a-o^HY, *br*-fH, 

W?l/y$s>* t^F^h-», PACAP (09, PACAP2 7, P 
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ACAP3 8) . -fe^l^X tf)Vt>3>* *JV->b-X 7Hl/;^>?a l J> 
, V^hT^X GHRH, CRF, ACTH, GRP. PTH> VIP (A' 
77*x>f ^ •^X^TV^l'-tfU^^K) , VYh^^fX K-A5 
X tf'JX 75UX ^v^-X CGRP h~>^->ij V- 

X bD>#*1rX 7t/*>X 7FW-UX dr^-l'>7 > -/1-77SU 
- (09, IL-8, GROa, GRO/3, GROr, NAP-2, ENA-78 
> GCP-2, PF4, IP10> Mig, PBSF/SDF - 1 f£ii<DCXC 
^r^ts-O^yj^)- ; MCAF/MCP- 1, MCP-2, MCP-3, 
10 MCP-4, eotaxin, RANTES, MlP-la, MIP-1/3, H 
CC-1, MIP-3a/LARC, M I P- 3 j8/ELC, 1 - 3 0 9, TA 
RC, MIPF-1, MIPF-2/eotaxin-2, MDC, DC-CK 
l/PARC, SLCfc^OCC^SKXiJ-r/^SU-- ; lymphotactiiifc£ 
(DC^^H >^^775'J— ; fractalkine&<?f©CX3 Cr^fi-I >V?7 

15 7 5 U , I>Ft'JX X>f0^hUX k7^5X Za-Df> 

->X TRH, A>;7 y&i£W?9'( h\ 137->, 
V>m (L PA) Sfctt^7W>=f-»l-U>KT*5±E (5 0) ( 
5 1) IS«(DX^U-->^m 

(5 2) ±E (4 4) ~ (5 1) E«©*£U--Xtf#&T&&n-3SU# 

20 >K£±E (1) IBIKCG^^^JISSSU-fe^-^^^S^fctt-eolfi 

£©IS£fi:£gfc$ii-*fc£«>*fc»*t©8L 

(5 3) ±E (4 4) ~±E (5 1) B«O^^U-->^*acT#6n"5* 
U#>K£±E (1) IB«©G^>/1^K*^W-fe^-^>/^MSfc^ 

25 & 

(5 4) ±15 (1) fBt©G^>;^IMIVt^-^>/^imt 
-&«fift**-r*c:t*1«itT<5±E (-2 0) E*©^f J-->^ffl + y h 

(55) ±i2 (i) mm<DG?>Mm#'&Mi' J b7'*-9>n2m*$ : %ir 
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zn&<Dwm&*'$irrzz.t%GWL£t&±u (20) e*©**u-->^ 
(5 6) ±ib (8) &m<oi&%m&fr*mm?%^t.\z&^xwmnmkWv 

5 at1"«±E (2 0) E«©X£U-->dfJB*y K 

(5 7) ±E (5 4) ~ (5 6) E«©**U-^>^/fl*y h*«V»T*& 
n5£> U#>h*£±E (1) fS«0G^>A^M^MI/-fe^-^>A°^S 

(5 8) ±E (5 4) ~ (5 6) E*®**y-->^B*y h*JBVVTf§5 
10 n^S, U#>K£±E (1) Efc©G*>^£®#&MlHi7*--*>/^g 

t ©*S£tt£gfc3 #z>{k&® iftatoimts £ £ 

(5 9) ±E (1 2) Efc©irE#^ ±E (1) Eifc©G*>/1£»&®Ml- 
■fe^-^/^RfclXKJLhE (3) E*©«#^:/?K*fctt*©:tt£*8 
15 j»*"&*Ct*«F*fr*±E (1) ©G^>/1^K^MV"fey^-^>/1^ 
ftt>b<te±E (3) E«©«B#^7^K *&«*©&©£«& 

(6 0) ±E (1 2) E«©tt#t, ****J:l«MlftSnfc±E (1) E 
«©G^>^^R^cfiS!H:^-^>/t^»"bU<tt±E (3) E«c©gfl#^ 

20 (i) mm<DG?>rt2n$i®Lmu-t-7?-*>A?m%h<\z±m (3) mm 
©a5^^H*fctt^©*©t!i^*»ws2:t*4#at"r*«tt«E«t , ©±E 

(1) Em©G^>/^H*^l/-fe^-^>/^K : feL<«±ia (3) Eft 
(6 1) t *S#± CT&te L fc±E (12) E«©K#£J:tf«aMb$ 

25 nrc±E (i 2) E*©st#:t*^«*vi«iiaMfcR^s*fc©^, 
a#±©*a^©«tt*S!i3t-r«ct*4#at-rsatt*'f»©±E d) Em© 
G*>rt?n&'&Mu j t7?-?>/V7n i bv<\$±m (3) e«©«»^^ 



WO 03/012104 



PCT/JP02/07773 



14 

TGR3 7 0»fcktt7n*/ hBT**« 



7<yh, 7^7, tys?, *~>, ©&e> 

10 tyznm w*.\t, mm* wmmm, ifvrmm, m/swa, #mjmj3&. * 

it>^^A«, 9>y;w\>^«tt, ±&8BJ!§, 

mm, mmmm, mmm. mis^mm, mii m, 7^077-^ tii, 
bm. ^a^^-ims, ra» 
, in, ftusiiHig. mmm, wmm, sm 

15 v&bL<\$mmnM, zititcnzmmommsim, snbis&ix 

, «©#ia5fl[ m, *raj3^, ami, mm, mmr®, mmy 

m, mm, >m, mm, mmm, mmm, mm, cm n 
so , mm, rmfc, w, mm, nm, m, &m, *vtm, m®?, m 
20 m. &js> ffifi, s$> imbw (m> /Mi) , Mt* >m, mm, mm, 
mrm, mmitm, mtim, m%, mm, A&& m 

@3^JS-t : 17?*t)Sn*7$/Ki3?!I^KWk:RI-©75y»IB?!ltbT 
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ftmuatmfznz, mnmzmwt\$. ^nzvmmmnmzmnir&z, 

tmm (M, ^0.01-100^ #£L<te£)0.5~20f^ £O#£L<tei&0.5~ 
T5ym@B»CDl^fc«2TO± (#£b<«, l~3(M@gg, £9#£L< 

symmFL ©se^wt: iTmt>2nz7$;wt®m\zi£fc\Z2m&± w 
£L<\$. i~30fi@s, £o&£i,<\ti~~iommm. z*>\zfti£L<\mm 
(i~5P) ) <D7*ymw]Mi>rzTs.;nmPL ©mprnn-. iT*a^$n 

-tr&Se lTmt>Zft%7$yMmPl%<aG-?Z>U±.y'?-?>w 

(-C00H) , ti)Vt^U-h (-COO") > 75 K (-C0NH 2 ) ^Tc\tJL7,^)V 
(-C00R) ©fpinTaboT^ck^o 
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iCTXXfJH:*^RtlTtt, MZ\*. *3Vk X^;K n-y°UM)V 

y^-^iKDC^T')-)^ m*.\t. ^>i?)V, 7**?-)\,ts.E(D7jL-)\> 
- C ,. 2 7;i/^;i/Sfe L < \$ a - ±y^)V^JVU E0a-±y^)V~C M 7 

^U-h) *GVT^Zm&, fi)l#*rz/)imtfT5. KteSfeWtX^xMbS 

nT^%h0h*%w<Du±.7?-?>K2n\z<&$-nz. £©«£©x*t^ 

Tfo<D7Si;m<DMM±<Dwmm mx\t. -oh, -sh> 757s, 
;us, 7-fe^;^^©c M 7;^y-f;u^^©c w 7^*^a T«®$n 

$ 7 5 y asaaifc^rr « i/t -$> >a?wu Et>m v> s . 
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Mftm® (ISzktt (Hydrophilic) Hb&£&1fr2nttMfttbittS*'77 
Bfcfcte (Hydrophobic) Wttft-ffifc^tr^^HfeBfllfcffl 
5 V>5££jfr*T#<5. ®^OK^-r>^fiSiJfc^^y5 1 Kt)ffl^§^\ »cd 

iDffSKIJlMlliS, $6fc»*U<ttScfi (l~5fl) ) ©7$ym 
tftfiDU ^Jttt@±IE75ymiB^J4 1 ©l^fc«2{S^± (#£b<«, 1~ 

KMBSft* «kD#*u<w*«, seicffsu<tti-5fiis) ©75 
*^Bj©^^y^H«c*^^;^^v;i,s (-cooh) , 

->l/-h (-COO") , 75 H (-C0NH 2 ) Sfc&xXx^ (-C00R) ©fttlT-fc 
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©7^ yK©«0l±©ltgiS^3ia^fl!S^«S$tlTViSt)0, &5VH2$t 
U>. £©«fc*2:l,THU Mflltt !ttt U 

m. %&mm.. *?>zM>m, ly&yxjuxym £©£fc&WBusn 

10 So 

r*!:it)T#*U ^E«-r^*^BJ©I/-fe7 p ^-^>/^K^3-HTS 

o 

k h^©ffi©«aSitJ©M*fcS«^e>MitTS^^ *©&»£&« 

*^^©l/-ty^-^>A^K ! bb<^©^^y^h*^fc^©m^fett 
^-©75 K#©-&JfcK:Rk ®Mlg©^>A^7«-&^fflTO^fflV^^i^T# 

25 ji/7;io-;Hm 4-^5 L ;^>XkKu;i/7a>»fl8, pam«i, 4-k 

Kn^'>/^;^^7x-;i/7-th75 K^^^Ht, #V7£'J;V7S K# 
Hi, 4- (2', 4' h^>7x-;i/-k KP^r^^V) 7i7+yil 
, 4- (2',4'-^ h^->7i-;i/-Fmoc75/l?JW 7x^yj| 
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5 at>U<ttgR^^5 L H*fctt-€-©75 K#£Et*#f§. 

^KSttbTte, dcc, n, n'-sm v^ntr;p*;p#^5 h\ n-x^;w 

10 n^(:J;5gttftl:tt7t$«iliIlia HOB t > HOOBt) t 

£*>tz&m7$;m&m&mm\zmijatzfrs &it\t* #&k&tm&*&«ho 
&mT*;m(Dm&4k*®mt<Di&G\zm**>nz>®MtLT\t, *>wn 

N.N-^fMMTSK, N, N-v^^;i/7-trh75 H. N-jWUfn 

^> hU7;v^-nx^y-;i//^^©7;m-;^ ^pWivUi'fc+S'H&g 

20 & 7-thxhu;k 7ntf^-xhu;^£©xhu;^ wmt^jv, rax 
ifoixf^ife * utt en 6 <Dmg.<DM&v>>tz aafim vs s n*. sjsis 

ft$n, s#^-2or~5ot:©tBffl^£Mi:MtR$n5o sttft^ nfc7 5 y it 

25 its, m£tf^fttz^\z\$®.®&<Dnmzn? z\tfz< ffi&fcfozm k> m- 
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^s/^i^xjk ci-z> Br-z, 7^>^^^*;u^-;i/, HJ7 
;i/^-D7-fe?;K 7^o-t;k *;i/$;k 2 hD7xxji/7ji/7x-;k 5? 

7 x XJ]/*7n 7^7 Jk FmocS £#Jfl V* ?>n5o 

5 %)v#*F s s)imt, TJWvxzrMt *3\>k x^;k 
^□a7^;k x7a^7^;K 2-7^v>^&£©iSil#> #&#t>u< 

;k 4--hP / O^ViXrJK 4-* h^y^>y;VXXf JK 4-7DD 

10 ^>yjH7f;k ^>xt b*u;kx7x;Wb) , 7x^-^;i/X7.x;Hb, ^> 

^kt^S/^kfc^t: F?5?Kfo U-^h^y*M-^t h*?-7 

•feu x^^-;Wb*fcttx— ^WbfcAoTfiMTSJ: 

& t-7>;psfct"cfcs. 

^□-»©7x/-;H4*itS©««*tbTtt, Bz K Cl 2 - 

20 Bzl, Br-Z, ^-v'* U —ttfrfcElfim V>e>ft£ 

o 

tX^y^O-fS^y-JKDriSiilTH 09*tf, Tos, 4-^h^v 
-2, 3, 6- *f-)W>V>7>frib—^ DNP, ^i^kt^v'pWk 
Bum, Boc, Trt, Fmoc^MV^n^. 
25 ]gCft©*JWa|?^r'>;P3l0«ttft$nfct>Oil/Ttt, 3**1"* IMS* 

«K 75? F. ffitXXr^ i7)Vn-)V (flAtf, ^>^7D07x/-;K 2 
, 4, 5- hU70D7xy-;K 2, 4--7xh07x/-;K i/7 S tfJVT' 
;i/H-;K /^Xhn7x/-;k HONB, N-hHn^i'y^H, N- 

tKD^Msb\ hob t ) tcDXT.xJio fc&wii^&ft*. mn® 
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io ^7-v-;k nyZUV-M vt^wvyj 

h\ l, 4-^>^^--;k i. 2-x^>^^--;^^©«fc'5^*^> 

ens 2, 4-> f nha7x-;vs«^7x/-^M^ckDi^*$n, hj 
7° h 7 7 >©-r > bxffl vj e>n&*;wi= ;p£wutiB© i . 2 -x 

15 *>s?5M— ;k 1, 4-7?>vtt-)iu£®ft&T<Dmmw\z&%fSi&m 

20 ^>A^»075K«:*#49JO^tbTtt, flAJi, *1\ fc^ff+S/* 
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sn*. 

©M. Bodanszky M.A. Ondetti, ^-fev-T. (Peptide Synth 

esis), Interscience Publishers, New York (1966^) 
15 ©Schroeder*3d;7JCLuebke, If ^y^H (The Peptide), Academic Press, New 
York (1965^) 

®&Wm$:m, ^^F^CSI^H, *l#(») (1975¥) 

43 TOIII 1, *>/t*K©fl#IV. 205 

, (1977^) 

20 ttEXAOHIfS SI14# ^T^K^Jfc j£JI|«g 

25 #&nfc*^tt, ^»©*ffiK:«koTjil«#fcaEift'r*c:t*«T**. 

*561B©U-fe^-^>WR*3-HT*#U^^U^HiUTtt, ±13 
htz*m*VVtt*-2>rt2n*n-Vt&^WM (DNAtfcfJRNA 
* jf^KttDNA) £^TS%>©T*ntfV^fc*&©T*oTfc<fclr>. $ 
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H<Z)^£te, Z*«DNA, z*«RNASfc«DNA : RNAO/H^'J y f 
Tfc<kK -fe>XgI Cffcfc^ Ti&oTfe, 7> 

^yxm crab-s, T»oTt>«j:vi. 

CDHKIS^iHTi rgrPCRi-tOl&JBj 15 (7), 1997B*©:£tt*fctt*ttfcfll 
TaqMan PCRfc£©;£8jK:«J:!5, #f|Bj(D^-fe;7^-^>A^ 
lOmRNA^mrt^T'tl). 

10 yyADNA7^^7'J- ±Ebfcana-i!a»A*OcDNA, ±fSLfdffll& 
•Sli^CDcDNA^^U-, ^DNAOVi1*nTt)«J;Vi. 7-f^7'J 

^5 Kfc^vfftT&oTfc.tVi. Sfc, ±fBbfc«-ffii^cfcO±RNA^fc 
temRNAM#£liMLfcfc©£;sv : >TaJgReverse Transcriptase Polyierase 
15 Chain Reaction (HT> R T- P C Riktm%fi?Z>) \z^xmHS't^Z.t% 

2 T?*t>Sn««SE?0*'&WrSDNAtA-f 7. h U >>>x> hfc&#TTA 

^— ^>A^H*3— H*f *DNAT?*nJiMtlOt>0"C%>«kVi. 

IS3flJ#-*t : 2T^t>$n^^SIB^l^Wr^)DNAiA-r7 l HJ>5?x>hfc 
*#TT?A-fyu^<Xf SDNAtLTtt, flAtf, SB^J#^ : 2T»^tl 
25 £&£iBai£*!J70*EU:, #i:L<«»80XEU:, J; V0i£L< tt»90*£U, 

^U^a-y— ■ Z?n— ->tf (Molecular Cloning) 2nd (J. Sambrook et al., 
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Cold Spring Harbor Lab. Press, 1989) KfS^©#&& E tfe XfffS. 0Z\t 

5 h U >>?x> hfrmtte. ^ h U £A»£#»19~40 m 

M, #£U<fcM819~20 mMT\ figj&H&50~70'C, »£L<te$60~65 , C© 

«fcDJI#l$fc«> @3?!1#^: iT*fo£tt37$>'iiK*j*^rr*iH:X* 

^HjCDlz-fe^-^^^S^D-H-r^DNA^Sia^J©-^ Sfctt 
RDNAtffiWttfc&SiaflO-fS&^rstfU l/tf^Hfctt, TIB©* 

15 tt^tft-ei^^s. 

20 ^u^k mm) G^>/^R*fiii/t^-^>/^sie?©RN 

AtM^'J ^ XT 5 £ KR N AO^fifc £fctt«IB£lfl£-r * £ t 

fIStfMl £^ bT G * > A* ffcfcftS! HrX*-* >/1 £ SUI^?©fB3! £fHgp 
• «Hr*Cli«»T'«f*. G^Wl^g^SHW-feX^-^^t^SlligRNA 

X^-^>A°^RHSRNAt#^H;WXU^X-r^^^^T'#§^U^ 
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^>^^Kn-H««, ORFfflRIM&riKX 3' AH 
3' */1U>H ££tf3' tt^K^-Tttff^b 

bTSft b 5 * G * > A° £ W-fe 7* >/n° * n&& 

5 ¥fc©»ftfc*f^fc#*£bTaftb'5*. . 

, BPS, jftWl^W^U^ j^B^fcjWMtfUS^l'tf^HfcOHfllKJ: 

10 -U#-X£^bTV>3#>J;2£ W-^h\ yU>^7c«tfU5> ? >mScDN 
- ^ U 3 -> K T?* ©ffi©* < 7® # Ut? h\ * * Vi ZVtt 

59»JI«ltt«K#U^-) *fctt«F*fe«f^*'&^rr* J E-©ffi©^U-7- (fib 
«U Z^iDNA, -*iDNA, Z*iRNA, -*iRNA, S6KIDNA 

25 tk^-/ h*~», SMt\ ^>^;^y^h\ #'J-L-U5»fc£) ( 
-hffc£* (09* & 7^U^X 7^>ft£) SrJfO'b®, *l/-Hfe£4& 

7;i^;Wb8>J£^rr5&®> tt»*nfcis#*J*-3%>o (09*. tf, a 7 
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Hj £«ktf rsfifej 7y>:fc«fctffc!y$5?>^&^#r*©#Tfc<, 

*^©7>5="fe>^ ♦#U*#l'*3 1 F (#Bfc) RNA, DNA> 
10 Vitt#Easnfc«K (RNA, DNA) T&Z. #»3ftfc««®IWM!lfcLT 

*5a-y=f*£i/:*-3/H75 K©#^£&ftft©fe©^we>n&^\ *nfcR£ 

mZtlvZo Tftfc^ mrtT©7>3Hz>X^£ e kD££fcfc©KT3, 

HOJ:5ftlltttti5ttWr»*<»5nT*0, m%.\* J. Kawakami et al 
., Phari Tech Japan, Vol. 8, pp.247, 1992; Vol. 8, pp.395. 1992; S. T. C 
20 rooke et al. ed., Ant isense Research and Applications, CRC Press, 1993 

25 -ess*. c5LtwiT^^n5!)©ttm y>R£K&0«ft* 

*ft-r*«J:5fc«<#UUS?>©J;5^U*5 1 *>^ «il£©*BS^/B£ 
iS&fcfK 81&©35te*£«*£it-a«fc"3fcl|gff *X*Uk°h\ 31/ 

XfD-Mi') £V^fci8fokte©fe©]&J3£tf&n*. #JPl"SfC0^tVi0® 
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k n-jvnuz) tmvfznz. z*>vizh<D\t, #k©3' *§&3v>«5' 

mz.mW2ftft**y7%<Dmr. ttVZZUT— tf, RNasefc£©*£ 

7>^z>*«R©ISiFi&ttW\ *5891©£#l*i*£# 
10 0>©»firH8S^ $.^Vi«G^>/1^K*^l/-ty^-^>/^g©^#:rt 

©^fe-emtciiffi-e^^o 

dna) (D^mwmzwm^ %.rz\tm%mzftnmts.m.mmw* 

DNA) ©SfiaHEaifcffitoWfcu *fcfcmRttfcffittttfc*i£iaai*#U K# 
U^l/^K (09, DNA) 39t3-F*r*»6^0583HftaiWU1»*fPfflft* 
• -rsfcOTfcftfck Vi-rn©7>5 1 -fe>7 > ^U^^l/^K-ea&oTt)cJ;Vi^\ 
7>3Hr>*DNA#W£LV>. 
20 *56W©#U5I^U^H (#K DNA) HH«WK:ffi«»^**E?!lttt, 
09Afc£ *56W0#U^^V*5=-H DNA) £flffitift&££8l (Tftfc> 
#SMH©#U3*l/#^H©ffi*i«) ©£:K£E^J**^«ffl#&&IB?!l£: 

^95X£U©«Wtt*^**«iW*^«J*Wr6n*. **W©#U 
25 X&VttY (M> DNA) ©ffi»©^mSE^J5-fe> #58E©*>/^K© 

i!) ©ffi*«£*?J70*£U:, ff$L<«8j80%£U:* J:D#£L<«f&90Xat 
, *t)ff^U<«^95%^±©ffi^ttftWr^7>5 1 -t:>X^U^^l/^-5 1 H^ 
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7>^-fe>X^U^^^^K«ii^ l(K4(H@@g, $?£L<tel5~3(Hi;g 

^Kte, &fc©DNA£j£g«fc£&m*Tl^T*££#T#.5. 

^ H * 3 - WZHBtSBm&fslrtrZ %>® T&tttfV>j&>&.& t> OTS o T %> cfc 

Vi. £&, yy^DNA, y/ADNA7^^7'J- ±fELfc« • 

CD c DNA, ±EbfcM!S • ;MlS3fc©cDNA^-r:/7U-, ^J$DNA©V» 

fi • fejft «k t) mR N Aj®# *mm h tz %> © V>Ttt&R T - P C R & \Z «fc o T 

1) E*J##: 2T«to*n*«OTW*«r«DNAO«»«aHB5BS*-r 
3DNA. (2) 2 T?*fc>£ft*Jfi£ffiJR|£-&:rt£DNA t 

-> ^;HlWlfiJtfPffl 2) £ W1" § * >A 2 S £ □ - 5 D N A CD 

E*f#* : 2 T«to*n*«fl6BW * DNAtM X h'J > vx > h 

**SE3?0t#a70X^±, ff£L<«j&80X£U:* ±D$?£L<tt»90XEU:. 
* 5 fcfip * b < fci#M5*&±©ffi|^tt£ 3&Xie?U£^rf & D N Aft Eifi 
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79-*>Wm£t6&t&m<£i1t3i>2,) *%±\zu- FT-5DNA©* 
>if<D^Wtt UTtt, ^mmv^Zf 1 ? F£n- FT*DNA©mSgB?!l©2B#:£ 

fe«jf^^^^-tCto^^cDNA^^BJ©l/^y^-^>/^KO-^ 
□ - FT* D N AUrfr L < tt^jfcD N A ViT««j bfc "b 
©tO/H^iJ^ if- <> 3 > «fc o TaWJT * £ £ #T # -5 . / W 7 U ^< if 
— zsaXD-fimt, t^a^-'^n--^ (Molecular Cloning 

10 ) 2nd (J. Sambrook et al., Cold Spring Harbor Lab. Press, 1989) KlBBIK© 

DNA©J&SI2?!l©MMte> PCR^O^yK 09Atf» Mutan™-super 
Express Km (*) ) , Mutan™-K (gffiji (ft) ) m%%^T, ODA— 

15 LA PCR?£> gapped duplex^, Kunkel&#©&&©7J&&3 W£^n<=>te:2pD& 

l/-fe^-^>/^K$n~ FT** n->te£ttfcDNAtt@«)K:«J: o^-© 

nttms. KDNAte^©5' *SBfl|fc»KHte3F>tUT©ATG 
20 £&3' **fi9fctt»|R»±3F>tUT©TAA> TGAS&ttTA 

J&DNA7^^-£^T#2J!JT£££t>T*#&. 

*5BW®M::7**-*>/^«©583!'S**-Wu mtf, (f> #S£§I§©1/ 
■fe^-*>^*R*3-FT*DNA*^tr, W*tfcDNAj&>SBW£T* 
25 DNAHrM-^OmL, (n) RDNAWrM-*iiS*IB^**-+©^ot- 
^-©TsSEfcS^T* ££H«k0§iiiT5 £ £#T€f 

^^^-iLTH Kmm&MvyyX^V PCR4, pCR2. K pBR322, pB 
R325, pDC12, pDC13) , *£«£*© 3/^7,5 F (M, pUBHO. pTP5, pC194) 
, 8ift*^775H (09, pSH19> PSH15) , A77-^f0;^f'Jt77 
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)VZl3.ii<Difo, pAl-lh pXTK pRc/CMV, pRc/RSV, pcDNAI/Neo&£#JBV>£>n<5 

o 

££LTm^%m&\Zs SRa^o^-, SV4 0^nt-^- LTR7 

o 

10 £UK i±^l->i'J h7JWre**:»£tt» trp^oqB-^-, lac? 
nt-^-, recA^Dt-!?- AP L yn^&-^-, Ipp^at-^- 
li^tf/W^RST?***^, SPOl/D^- SP02y 
o^E-*-, penP^nt-^t\ PH0 5:/ 

nt-^- PGK^Dt-^- GAP^Dt-^- ADH^Ot-^-^ 

15 £#fff:LV». l&£**liufflie-e»**&ra\ #y\F>J>:7nnE-*-, Pi 

#UA#DD->^JK SiRT-*-, SV4 0a»^-U^> S 
V4 OorifclMrr**^**) &££^*LT^&fc®£^5 

wvhw-b (mtx) mm , 7>\ZW>m 

ttite^P (SAT, Amp* tM%Frm£tf&%) > ^T^i/RttfltfiT- ( 

Neo'te*n»^5, G4 18W14) «tfUI«f&n*. 
CHO (dhfr) IBlfi*«^Tdhfr3tfirP*aJRT-A-tL/TttfflT*»^ 

/1^»ON«l*figfc#Jin-r*. 1t^X->xUt7JR*T***#tt, PhoA 
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mn-e&z>M'&\t, mfo • ->ifi-)vmm, sue 2 • 9 s&i-)vmmtt& ?t± 

x5/xUk7JRB©*#0!l£UTWU X'>iUk7-3U (Escherichia col i 
) K12-DH1 iXuis-iS>?X • *7 - If -irisaj-JV- 7*7$- 

10 -rx>WX-^-if -zl-x^X- (Proc. Natl. Acad. Sci. USA) , 60# 
, 160 (1968)] , JM103 Vy 2 • 7 s svX • (Nucleic Acids 

Research) , 9#, 309 (1981)) , JA221 Cv^-^;V • *y • • 
A-fWns?- (Journal of Molecular Biology) , 120#. 517 (1978)3 , HB101 

• A-f^ni?-. 41#, 459 (1969)] , C600 

15 [i?x^y^7 (Genetics) , 39#, 440 (1954)) , DH5 a CInoue, H. , No 
jima, H. and Okayama, H., Gene, 96, 23-28 (1990)) , DH10B VXn*/—*?> 
>fX- 'irisai-)V- 7*f$-'^-^i>HX'ty -if • 

a-xxx- (Proc. Natl. Acad. Sci. DSA) , 87#, 4645-4649 (1990)) U 

20 A'^7iltUTH mX\Z> • X7^)VX (Bacillus subtilis 

) MI114 (v->, 24#, 255 (1983)) , 207-21 ii? J r—j~)\' • 3"? • A'f^ty 
57. hU- (Journal of Biochemistry) , 95#, 87 (1984)) fc£#JHV>£na 

0#£UTfc, -tf-y^OT-rirT. -feUfS/x (Saccharomyces cere 

25 visiae) AH22, AH22R", NA87-11A, DKD-5D, 20B-12> -Wl^yADT'ft^ 

(Schizosaccharomyces pombe) NCYC1913, NCYC2036, tf^7 /Uh'J 
7 (Pichia pastoris) tt£1fiM\t*e>ti&. 

ft*»fl3lHlfi (Spodoptera frugiperda cell ; S fil) , Trichoplusia ni© 
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+IIS#0MG liS5BJ&, Trichoplusia ni<Z>M*tf>High Five™ Mamestr 
a brass icaeS*©M^fc«EstigmeDa acreaS*0»16fc£#USViS*iS. £ 
^JVX^BmNPVC^H 3**t*<fc*BIIS (Bombyx mori N; BmNi 

M) liEHfimtobfts. f mmthx\t, mx\z. s f 9« catcc crli7 

5 11) , S f 2 lSDflS (SU, Vaugbn, Jl^, 4> • Cf-f # (In Vivo) . 13, 2 
13-217 (1977)) fc£jW8V>Sft*. 

(Nature) , 315#, 592 (1985)] . 

lti#M£LT«, mZM. W»COS-7, Vero, ^WX-XA 
10 AX^-ttCHO (OT> CHO«iB§f5) , dhfrfifc^KS^Wx-X 

AAx^-i§cHo (ot, cho (dhfr) m^Ke) , ^wliis, 

15 • ^-->3^-;i/- 7#5 s s--:fr:/- , iH , x>sMX if -il-xxx- ( 
Proc. Natl. Acad. Sci. USA) , 69#, 2110 (1972) (Gene) , 17#, 1 

;i/ • i^x^x-r y^X (Molecular & General Genetics) , 168#, 111 (1979) 

w&zmmim&zfcte, m%.& ^vx-o-x^if^ns?- (Meth 

ods in Enzymology) , 194#, 182-187 (1991) , 7n>'-i?>>fX - *7 - If 
• tvatJV- 7*x5- • • It'f i>HX • • If • a-lW- ( 
Proc. Natl. Acad. Sci. USA) , 75#, 1929 (1978) fc£K:B«©#ttK:flteT 
25 frfc-SEfctfT^S. 

S^fi*fcttfiA*»IMEStr*fcfik WiLtf, a'^/t^/dv- (Bi 
o/Technology) , 6, 47-55 (1988)) fcacfBSUD^jfcKfeTrrfcS Ci^Tf 
£. 
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hn-;k 263-267 (1995) GfSHtSfx) , ^DDy- (Virology) , 52# 
, 456 (1973) \zmm<Dj5mz'&o Tfrft 5 Z ttfT%%. 

, MX\Z, >/)ln-x, f+Xh'JX Rj^ttM, S'aftfcf, ME£LT 

15 /^£-£tfM9i£iffi [5 7- (Miller) , • *7 • x^x^D ;* >y 

- -f > • • ^i^f'f y^T. (Journal of Experiments in Molecu 

lar Genetics) , 431-433, Cold Spring Harbor Laboratory, New York 1972] 

, 30 -OK U;P7* U/HIOJ: -5 ^3H3W*iDA* £ 
20 fi*5lyxiJk7IIO«^ ^*«iirai5~43 < CT^3-24B#Kfr^^ 

lf£j&VWl*«B®«^ it*«il^tJ30~40'CT^6~24B#^fT75:V\ & 

25 (Burkholder) ft/N£16 CBostian, K L £>> rynv-^^x • 

#7 • if ■ tyat)!/ • 7^7x5- • • 1r-fl>WX- • if • jl— x 
XX- (Proc. Natl. Acad. Sci. USA) , 77#, 4505 (1980) J ^0. 5%#if 5 / 
S6^W1--5SD^ (Bitter, G. A. ryp^-v?^;? • #7 • if • ;f- 
«>a • 7*x5- • *y • Wi>WX • #7 • if • a-l^i- (Proc 
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. Natl. Acad. Sci. USA) , 81#, 5330 (1984) J jWtfens. SftCpHtt 
*5 5- 8 IIiIt^©^SUK ig#«3iTO20 , C~35 , CT^24~72^F B 1fT^ 

5 ace's Insect Medium (Grace, T.C.C., — (Nature) ,195. 788 (1962) 

»©pHtt#96. 2~6. 4KlSiSFf S©**$f£bV*. ^*«®^27 < CT^J3~ 5 B 

10 -2Q%<Dm ] M^stm^tSUEM^m [1MX>* (Science) , 122#, 501 (1 
952)) , DMEMigtft (^DDy- (Virology) , 8#, 396 (1959)) , RP 
MI 1640^1$ &*-j-)V- *7'1f' 7*V%> • ^M-7Vyi-y 
a> (The Journal of the American Medical Association) 199#, 519 (1967) 
) , 199ig^ &Uzs-z?># > *7 • • V+KXtV • 7*- -if -n-r^- 

15 ny^- ;*5^X> (Proceeding of the Society for the Biological Medic 
ine) , 73#, 1 (1950)) fc&Wltt&ft*. pHte&}6~8-e&3©W£b 
V^c ^*«51SiltJ30t:~40 < CT^15~60^ff^V^ &gfc£l>TjI^>&#£ 

TfB©/j&K<fc Off ft 5 Ctm^. 

^^©i/^^-^>A o ^s^i§*^a5^v^itt^e)aai-r^^^bT 
u&tzztfm&m^znzo m.mmwzwm^mm^T^yfs.Eo^y/^ 

HJ h>X-100 ra ^<J:©^®«14W^^nTViT ! bJ;Vi. *H 
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>nt>m<Dnm\*. '&M%m • nm&^mm\zm^t>^xnt£.ozt^nt 
io ttfc&Wftt&na. 

tf, hU7v>, ^N'J^vX 7;V^;i/X>H^7'^— fe\ 7ox-T> 
Sfctftte. *l§^© lHz7*-^ >WSt L < \&t<Dtoto'*75' K£fcte^-© 
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aAVh^bTfeiK &#ttiI#2~6i!iefcl@T^ fr2~10[Ul§g 
10 8P*L<JflV*5n*. 

-r>©#& C*-f3^- (Nature) , 256#, 495K (1975¥) D fcftV^JSTS 
U^MJiLTH flAtf, ^'Jl^l/^'Jn-;!/ (PEG 

#«■»* t uxtt, 09*. ns-1, P3ui, s?2/ofc z-tfimvf e>n& 
P3uuwti<ffi^e»n5. ffl^&n*tt#s^«ia o*mft) £fc£ 

#fiit*BllfiSfct©ff*UViJt*ttl : 1-20: lgftTftD, PEG ($?£L< 
tt, PEG1000-PEG6000) ^10-80%gS©»^T?^JP$n, *&20~40tU 
25 < tt»30~37lCT» 1 ~10#SH >*:x^- hT3 H £ fc«t < llgit^ 

(flu T-f^arTV-h) icA-fyuh'-^ti^^iiab 
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o 1-20%, $f*t<«10~20%©^MJl?»^tfRPMI 1640^ 

, lM0%©4^Mjfil*if£#tfGI T«ift OfoftMUlg! («c) ) £fc«/Vf:7 
U K-^*ffiMjfil?ff^ (SFM-1 0 1, BTkSSH OK) ) fc££jHV><5£ 

£#t*«. a#20~4(rc, $f^b<^u37 , CTfe^. 8£R*Mtt 

(b) *y*o-^;wtfi#©f*« 

* o-:Hl^#©#«*gf||fck a#©#y * n-tM#©^i»«i:W 

(M, DEAE) fc«kSKIK*i& jB3&M£, >? 

25 C# U * P-^;i4rE#©fM) 

*5S y * n - ^pstfttt, & s v> tt-tnkup 1 1 t 

§8iS"r*Jli*tT?**. fc&tfCH (*f6W©*>/^ **©««) 
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So 

mM®*ftm- z> \zm v> <=> ft-gstnc t * * u 7-* >a ^ it <h ©n 

-a-^^llb, U 7~* >A£g©a£f&«fctf** U 7-tA^5r>tOS'& 
5 Jfctt, ^^U7-(C^1g$1tT^LfcA7 p x>fc^bT^^^<T^n 

MifcTAT^HCStU *50. l~2(h ff£b<«m~5©#J^T-#7;i/£-B-5 
15 7P-1'>h7> J 3.A*>h^^7n-r>h7^a.A>h^S#UT : fc < k^. ft 

a#*$r2~6a*fciiHrr^ M-»3-ioiiis«ff*5i:t*«T?**. 

, ^«t^l^-fe^-^>A^g^fc«^©g|5^^K^3-K-r-5DNA« 
25 , (1) *^HJ©G^>A^K^SI/-fey^-^>A^Kfc^i"^U^>K ( 
7^-^h) ©&£> (2) *56K©G^>^^R*Sa!^-fe^-^>A^* 
0«ffi^tH511-*^a©^|»*«kr;/*fcttil&*3W, (3) tt£?»*f*!U 
(4) #fg$© U-fe^-^ >A^MS^«^©^^y5 1 F©fg31*£^fb£ 
«ft^«©^^U-=>^& (5) *5BW©Wi:y^-^>A^R*fctt 
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/£tz\*femm. (6) *mw<DG*>wn#'&Mu-kzf?-*>wn\ztt 

"r«U/f>H©3t«S6, (7) *56H©G*>A£K#fiSU-fe7*-*>W 
5 ) ®*£U (8) #^©G*>/^R£®SJi/-tz:/^-^>A 

S*^***^*©^**!;/*^^*^, (9) *^HJ©l/-fe^-^ 
>/1^K1)L/<tt-€-©»^^H*fctt-€-©*0«» (10) 

io ©7^u-~>^#&, do MMm\z&ftz*mm®u*:7*-*>wm$. 

/£tc\tmmM. (12) *HBJ©l/i:7 p ^-^>A^Kt)L<«^©gl5^y^ 

H*fctt-t©ttt»r*fei#k:«i;*tf»fn, (13) *mm<DG?>A2n#'&mu 

15 ©f£fflfc£fcm>5;i<h#T#3. 

m>fcMz:7*HS£7y^*£fflv>*££K:±oT, k h^©ffi©«a» 

56W©H:^-^>/l^H<?il»IB-r**^*S) , *5BW©u-fe^~^ 
25 KHef**£#&*) *«fcrX*56M©l/'fe^-^>^^R48s^f Stftft (£* 

(i) *mmoG*>K2%#'®Mv-t7?-*>rt>7n\zttTz>vjs>\ t ( 

7^-XM ©&5t 
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b < ©&te, © v-fe - * >n if ns. ft »-?-©&£#?-* U # > F 

-r s *mm © u-t y * - 9 >w m \z n? % u # > f © * . 

X *±kV-TF, nl/X*h*-X W5>. -feah-X ^7h->> 

za-D^?FY, ^-tr^F, yux /tyyws'X ^->h->x p 

10 ACAP (09, PACAP 2 7, PACAP3 8) , -fe^l^X !f)V%3>, 
i3)V5sb->* 7FW*>>:iUX y^FX^X GHRH, CRF, AC 
TH, GRP, PTH, VIP (AV7^f^^ ^rXf^tJV 7>F 
UWfyF ^U^^F) , y^FX^X F-ASX tf'JX 75 
>J>, r/55*fr-X CGRP (jt)JV->bz>5?->iJ lz-r^.y H^f H) 

15 , n-rnhuxx n>i7V77s^^y, 7u*9 9 fp>#*u-> 

, 7fy-», 7F^U>, ^W>^-/1-7 7 5U- («, IL-8, 
GROa, GRO/3, GROr> NAP-2, ENA-7 8, GCP-2, PF 
4, IP10, Mig, PBSF/SDF-lfc£©CXC«;*H>1r:/7 7£U--;MC 
AF/MCP-h MCP-2> MCP-3, MCP-4, eotaxin, RANTE S, M 

20 IP— la. MI P-l J3, HCC— 1> MIP-3a/LARC> MIP-3/3/ELC, 1-3 
0 9, TARC, MIPF-1, MIPF-2/eotaxin-2, MDC, DC-CK1/PARC, S 
LCfc^CC^jM 7 ; lymphotactinfc£©C^ ; E;&-f >U- 

7*77SU- ; fractalkine^^©CX3^^<>+)-^7 7 5U-#) , x> 
F-feUX l>fn^h'JX h**SX -n.-DxX>X TRH, /t> 

25 ^l^Tx-f^tfU^:/^^ #?-X 'jy*X77^v>& (LPA) , 
7s7^>=f-»l-U>^£) ©tefc» tfiJAtf, fcF^fctenfilLKjtl (09*. tf 

, v7x. 77K y^, ty~x arjwtz) ©*&»aai*, «&«± 
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Jj§rt*>A#R©L) c - f osgttft, pH0ffiTfc£*fiiirr*«tt 

So 

£^*t 4 ^kssi#:^^«i- s c 1 1 «t o xmmm± \z%m Lizu-tzf*-? 
?n&rz\tt<nmztt?%ig£&*Mm?%zt$:®wtt%*mA<Di'iL7$ 
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©u >»fl3» c - f o s (Dmmt. pH©«T^t ; sffiji-r-5Sttsfc»aiiH'r 

■€-Oigfc^-rsU^>H©ft5&^ 

tf, 75*H>»iWi, 7-fe^;V3U>j»i, ttftCa 2 m «cAM 

p£$, tt^cGMpm /->h-;pu>K^ mmmmtiL&m. mm 

ft*>WR©U >Mlk. c - f o s ©fgttfc, pH©tT^t'?:^It5Stt 

yt^R*fctt-€-©*K:»-r* u #> p©»3r*ffi*ffift-r*. 

« ran© t> ©t& o t %> «fc ^ » wis &m ^x^mmm ■zttu-fr??*-* 

^mmvU't'??-? >^?n%Mi&1rZ>\z\$, ±IB©#g5l:£JfeMBV>£*i3 

^-^>^^«&3-H"r«5DNA»fM-*«^i&*ifflj&fc:»AU -ens^sft 
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\zm?%&&ftW$i 1 5'( (nuclear polyhedrosis virus ; NPV) (DtfV^ 
KU^D^- SV4 0^(D^O=E—^s l/hn^M©^Ot- 
^u^^y^u^-^-, k ht-hva y ^n^E-*-, 1M 

c fclAtf, XiR (Nambi, P. If • 5?*-^ • *7 • ;t-f*n$?*;b • dr5 
XhU- (J. Biol. Chen) , 267#, 19555M9559K, 1992^3 fcB«0#8s 

& fcfe TffiS b 7* - * St b < tt*<Z)»0^ ^ H * fc 

20 uwm%z.\sT\%. ffi§«#tm ^®^ti6n5Wi#< 

^^nSH^OdtSrVi'J. nM<Dmf%&£VT\$. Potter-ElvehjemS!^ 
^i--(1f-l!mm^nhm-t^m. V-VyV~?Vy?-*i£V Hd> (Kinema 
ticatt«) fcJ:**^ jH**KJ:**», 7U>^^fe^"CJnEEU*^6 

bTJBVi&tlS. 09*. tf, mttfttt£fi& (500-3000 r pm) T?fi«rM (il 
3t> #n#M0#) StoU (15000-30000 rpm) T*iI3t3 
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nom*. liiisifc o io 3 -io»^tj&5©^^ i < < upmost* *® 

T. 

«HfcK»ft^flil/TI4, C'H) , C I25 n , TO , C 35 S] &£T 

, A'7:7Vyv>, PACAP (00, PACAP27, PACA 

P3 8) , -fe^t/^X tf)Vt)2>, ^;P^>h-X 7HW^^a'JX V7 
hT^^X GHRH, CRF, ACTH, GRP, PTH, VIP 
20 7 -f >T7sT4i-)V 7>K U-fryH ^'J^F) > Whx^ 
K-/1S>, WJ>, 75UX :/^>>*->, CGRP (*;U->h- 

D7^^7>vX ho>#+iJ->, 7r/y>, 7h*W-'JX ^^-f >7, 
-^-7t5'J- (#1, IL-8, GROa, GROj3, GROr» NAP-2 
25 , ENA-78, GCP-2, PF4, I P 1 0, M i g, PBSF/SDF-1&£<7XX 
Mr^J&Ofr^ySU- ;MCAF/MCP-1, MCP-2, MCP-3, MCP- 
4, eotaxin, RANTES, MIP-U, MI P- 1/3, HCC-1, MIP-3 
a/LARC, MIP-3/3/ELC. 1 -3 0 9, TARC, MIPF-L MIPF-2/eotaxi 
n-2, MDC, DC-CK1/PARC, SLCftt'OCCnM >^7 7 5'J- ; lyip 
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hotactinfc£<0C3r^K >i}-77 7 5 U- ; f ractalkine&<i:<Z>C X 3 
-f>1r77 7SU-#) , i>HtUX x>rD^hUX b7*SX n 
i-Dx>S», TRH, A>^l/7r>f v>?i&W?94 h\ UV 
^7?fy>SI (LPA) , 7,74>3is>l-\)ymt3.Ei)iftm-Z$>Z>. 

-*fi*WH4-r4. Ay77-lClte, pH4M0 (Itl<(3pH6~8) <DV 
>W* «;7 7- h U 7 A* y 7 7 -fc £ 0 U # > H <h l/-fe 77 -7 >A 7 

g«n?, CHAPS, Tween-80™ (^I-7h7Xt) , v^h 

®&m?>/WM*rty7 7-\ZlXl?LZZ£hl?%Z> a $f>|c, 7*077- tele 
£*U*7**-*U#>K©#tf*»A*BW*CPMSF, D^7"fX E- 

15 6 4 (^7*7 kw^btjbd , *7z9?>%i£<D7u7-7— mmm&misrrz 

-tfe^^ 0.01-10 ml ©R^-feT^-JgttK:, -Jfct (5000-500000 c 
pm) © C'H) , C ,25 n , t M C] , C 35 S] ft2Tiilfctt*ft^S* 

(NSB) &»*fc«)fc^:ifi!W©*«M|0tt*fl3^4j| 
SiPAfcEJfc^i-^fcflijBrt-*. 0 , C~50 < C, S*L<«Jf84 e C~37 

20 TCT, fc20£~24ISM, S*U< ««30^-3l!tMff*5. 

mwreaau mm<Dmrty7 7--cm&vtz&, #7*«tti»K:3»£Ts 

>7 3 7 >7 — & <£> V> tt r - * 7 >7-Tfj-&iJf £ 
0 3>^» (B) d>5#tt&tt£rSJrfc (NSB) £3lV>fc#7>h (B-NSB 

#3§9i© M:77-7 >/^K*&tt*©afc*rr* ij #> K**€1"«±|B 
«tt 77+H>iIE 7irx;i/nU>» iSSrtCa ! m SB 



WO 03/012104 PCT/JP02/07773 

46 

5 x\mboxffiMtzmw&%wtM®\zn&z*2&^mmw*y7 7-\z&m 
t^mmmiz^x^mm^^ mftmmmizi&-?z>m.mmmiMLx 

10 Jy^ZfrfciXb^o c AM-PM^MmUE(D^mz-D^X\t, 7 

*)vt,u >j >fcaxMMommMm±m*M*2#x&^fznm\ztttzm4iWi 
mim t vx%k\tiT%> z\ twxzz. 
*mw(Du±7?-?>rt?m%r£\z*<Dmzigtt%v$>mfem*v h 

i. vti>v®femuM 

20 Hanks' Balanced Salt Solution (*r73#.U) \z, 0. W/oWisMnJlV? 

mo. 45 tim<D7j )],?-x$.i&mwVs 4x:xGmT&i)\ hzwzmm 
mmvx%&^, 

xl0 5 ii/7O?iiSftU 3713, 5% C0 2 , 95% airT2 BP^ftLfcfc©. 
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jmftL<D#B<D <D £ 4 X: £ Z> Wi- 20*0 £T## U , ffl R# £ SSJtffl l»K 

5 sawt^ <^nc %> ioo~ iooo»*viiis twa-r 
2. m&m 

89£fflig«i£l mlT2|3«s*Ufca, 490 /z 1 

10 ®»»tt«flS^«* 5 MUDA, SfifcTlWrlBUR*:***. *1#SW«S^ 
**»*fc»fctt*««lttlft^'&'»* 5 it 1 in^.T^ < . 

»ttHfl:'&*ftO. 2N NaOH-1% SDSt^SU 4 m 1 (D*#'»f 1/ 

tbT», afTFfflU *JHftK, ISM. B*fc£fc 

20 vX ft^kV-f h\ □I/v'* h*-X -fenh-X *5h^> 

, za-n^fHY, ^e^K, yux A'V^l^r>X rfr^Pv'hv'X 

PACAP (M, PACAP27, PACAP3 8) , -fe^l^X {f)V%3> 
, h~>, 7FW*5?3.UX VThX^fX GHRH, CRF, A 

CTH, GRP. PTH, VIP OVJTZtJ? X^Xx-Y ^ 7>F 
25 'MxyH #U^7xF) * VTh**rX WJX 75 

UX 7y s J*->s CGRP (j]Jl/y hz>y->U I/-f^f 7 K^H) 
, o^nhUxX /sx*U7**xX yn7^^7>^>, h 
, 7f/yX 7HXi"'JX dr^'f >X-A-7t5 U- (flU IL-8, 
GROd, GRO/3, GROr, NAP-2, ENA-7 8, GCP-2, PF 



WO 03/012104 



PCT/JP02/07773 



48 

4, IP10, Mig, PBSF/SDF-lfc^ODCXC^r^-f >U"^77 5U- ;MC 
AF/MCP-U MCP-2, MCP-3, MCP-4, eotaxin, RANTES, M 
IP-la, MI P- 1/3, HCC-1, MIP-3aAARC, MIP-3/3/ELC, I -3 
0 9, TARC, MIPF-1, MIPF-2/eotaxin-2, MDC, DC-CK1/PARC, S 
5 LC^<h*©CC^r^<>lt77 7 5'J- ; lymphotactin&£©C^;M >1t 
777$ U- ; fractalkineft ifOC X 3 'T^-f >lf77 7 5 U , x> 
HtUX X>fD^hUX t7*=-X -^-Ox>v>, TRH, /1> 
^l/7f^?^'J^WK, fi7->, U 7*** 7 7 9^7 >^ (LPA) , 

10 (2) *B^(DG^>A^K^MHr7^-^>/^KCD*ltl^tM^r 

U#>K©£gflMB«#T#&(^ (giMz7^-*>/l7ff©*S^) S^j&t 

^flSfc*^0U^7^-^>/ti7K^D-K-r-5DNA^^AL^S$ii-^ 

-^>/\°7St©»£iiiiD£13\ U^>F©f^ffl*^t56ff$**Ct3&tT?#* 
25 o TfcfrS, *fg$©!/^7^-^>/i7R£3-K1-3DNAte, 

tt^*^K©l/iz7^-^>/^S©^^tMT^^a©«^j;tJC/S 

*-*>A'7K£3-KT3DNAte+*g£Il (MAfcf, W/W?-*, & 
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tin) , ttwttausi (m*.£> wsa, mmn&&&* mm, mm, 

&3-KT-5DNA (RTx *5SWODNAtlftET*»-&3i«*S) £±|B« 
15 5. 

m , (D#ii§Jl <D U^9-9 >/\° £ K $ ft i/.-tr y * - ^ >/i * R £ 

25 t«feOT?»S. 
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io □-;!/) , #-r^->ttMStt^i («, #uv;p^-h80™ hco-so) & 
±ihhb • jmwwh;, wmm wx.& u>Kttm& mm 

20 ffi©ntaSj^ (09*. tf, 7 5/K T^X, ty$>, C->> 

kgtlT) fcfcUTtt, -H«#tta 1-100 mg, iff £U< 0-50 
25 mg, «kOjff£l,<tttt 1.0-20 mg-rab^c -e© 

jut. &mioi&-c\mmz.\f, <6o kg tux) n^-na, -b 

KlO##SlO. 01-30 mggg, $?£L<«&0. 1-20 mggg, £D$?£L<« 
»0. 1-10 mggft&IMRa»K:J:Ota:#-r*©^fl ! «^"T?»*. ffe©»$©4§ 
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stfttt****, «pi9:#o«^ -jR«ifcWA«» mmm (60 kg^ux) k 

£V>Tte> -BlZ-DZm. 1-100 mg> 8Ff;b<tt»1.0~50 mg, 
5 L<tt»1.0~20 mgT^. #gPWl:fi4t5«^H *(Dl®&$m\Z&L 

»T?M#«Atf, (60 kgtbT) lc43V>Ttt, -Btotm01~3 

0 mggg, #*L<tt»0. l~20-mgg*, «k 9ff£L< te&O. 1-10 mgg 

(3) ae^BRfii 

m9LAtt («Atf, 7«yK C^U-^, 5?, -f* 

15 □ - Ht5DNASW4mRNA©a# (JteT^S) SttHJ-r*^*^** 
©T> 09Afck RDNA$fcttmRNAO»«, W*B33ffiT*\ 

20 U^if-ya^PCR-SSCPS (^5^7 (Genomics) , £5#, 8 
74~879H (198950 , Zfuis-VyVX • *7 • If • i->si-)V • 7*x5- 
• • 1Mx>WX • • X-X7.X— (Proceedings of tne National 
Academy of Sciences of the United States of America) , ^86#, 2766~277 
OH (198930 ) ftt'ia^MSut^lrtl). 

25 (4) *mmOUtZf*-?>rt>7n&tz}Z*<D&ft^tt\:(D%m&$:&{t 
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, ®E»?.miitfcmmt)L<Miis, sfctt (ii) #*fiawwffc**ns 

*^ ^ © l/ir y ^ - ^ > A° ^ a S ®^^s ^ K ©m R N A*^J^1- -5 

5 &{ti<#zfc&m<DZ9 

#5891 © U-fe ^ >/\' £ St * fc tt-t ©g&#^ ^ K Om R N A*©8B£ « 

(i) jElirfciVitt^JSl^Ex^thUlSJ&ft T^X, 77K 2 
ty^, U-^ft^ 

io , jmv^x, i^tt, mm wx.\& & 

15 n h ntzMM ztLz #b wou-t??-* >n i? m * ft »*cd«^ ^ 

KOmRNAtt, MAfct 51#©^ffifc«k5IBJfi^6mRNA*aaU 08*. 

(ii) *^^©Hry^-^>/1^KfeL<«^©^^7 p 5 1 H ZfmtZW 
-^>A°^RSfe«-e©TO^y5 1 H©mRNA$:|ffl^^bT^*, MtirtZZ. 

25 (i) iESfe^^^S^x^t hni^KltltMUT, g&l&SWa^gft 
*hU*fc£*4A*-J©$Mitt (30#tt~24P#WtlN »*t< &30#taM2l$ 
MfT, ±Dff*U<»41«FMttt'-6«fIRIt») fcb (30#&~3B 
#S;L<tel mMk~2B& «kDff*U<ttll»Ma-'24l*|Bia) , £fc 
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5 -%:m$mm& (ia&~7Bik $?£b<teiB^~3B^> <£d#£l<« 
2b^~3h^) , ®&%mmmz$&nz*%wou-t7*-*>rt!7n&iz 

15 iMtg»> ffl»^>/i^H©U >m<b, c - f o s ©JSttfb, 
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m<omM® (MM** fc^S?, 7*, 95^ 

5 ttfc£**fctt*©*©«4*Hu 

fciDJSJitt****, igPJS!#®»&, (60 kg<h 

UT) fc*V>Ttt, -B«#&0. 1-100 mg, 0? £U< 0—50 mg, 
«k9$?£b<te® 1.0-20 mgf*5. #SPWK:S!#?"*»&«* ^©1HJ& 

10 (60 kg£LT) KSSUTfct, -BfCO# 

#90.01-30 mgit, $f^b<«^0. 1-20 mg|g, «t 9ff£ t < tt#90. 1- 
10 mgg«*»IRttltK:«k0a#1-5Od^F*'&*C»*. ffi©»*©»^t>, 6 

(5) *^W©^y^-^>^^K*fctt-tO«^^H05B|g**3Eft 

*^^©l/-fey^-^>A^@*fc«Ml/-fey^-^>A°^M^n-KT^D 

20 frffl»«, »s> as, mmm, imd , rcwttgsA 

jrat 0m, art umbo , &&3&A 
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u-7,<D£oimmi n->x?-^ if^X 7;i^>mfc£©«i:5fcil$ 
15 aStffl©*ttfc£LTKJu M^^zK, £»*■€•©& 

©«8&3££'&WlgiR (08A«, D-v;i/Hh-;K D-T>-h-;K ^b^- 

3-;W > #-f*>ttJMiiflM4ai (M, ^'JV;K-h80™, HCO-5 0) ft 

±bto mtf, raso weAtf, u mm 

25 >tzE) , gjzn mx\t, thjfiifli7;^5x ^ux^w^un-^f 
£E£ut*>«j:v>. w«snfcft»««fi«, aaft7>^fc**$n5. 

tt©nft3l»«i} 7^K v^x, tyX 7^ £X 



WO 03/012104 



PCT/JP02/07773 



56 

fc«fcD»tt**^ »P«#©*^ HRttfcWAtf. *A# (60 kgit 
T) fc*l>Ttt, -HKO*»0. 1-100 mg, » £b< \WSl 0-50 mg, «fc 
5 D$F$L<«#$ll.0-20 mgT$^, ^ePttfcSWSflteHU ^© 1 ®S4 

^J©7^T*«a^A«, fflftM (60 kg£LT) K£V>Tte, -Bfc"3* 
i&O. 01-30 mggg, $? £b< «®0. 1-20 mgiE «fc t)» *t < «*U0. 1- 
10 mggflP*»l!Ra»lC±Da#1-*0^ff«^Tf**. ffi©i&«©*-&"b, 6 
10 0 kgSfeD{C^bfc*^#T5 2:i^T#5o 

(6) *^©G^>A°^S#^l/-b^-^>y^K»i-^U^>H© 

15 #869i©£»Sfck 01*. tf, &LG&£&&£t>1iZ>z: tlZkiT M^ZZtW 

id«toT*ttflcf©u^>H««saa^i-*c:t*«T#*. «*.« 
20 (Dxnnm r^y^A/y^t-fj (iia, H»49*p$5fr) 

(7) *m}<DG*>M%#®Ml''t'79'-*>MK£Vti>\ t t<D&'£ 

25 *56W©l/"fe^-^>^^K**fflV»*^ £fc«fc&*.S!l<'i::7*--*> 
§ E £ 1C «k o T, U # > h* £ #189!© U-fe 7? > A * mm £ ©££& £ 



WO 03/012104 



PCT/JP02/07773 



57 

o 

lfiftcAMP4Jjt, iBrtcGMP4U, -f 7 ->h-;i/U MBt« 

5 m&h* mi&M>wg.ov >m& c - f o s «, vYLo&yuE* 
*-*>A£S£©fg^££M^$it£fc£$&£^iim5 ±te (i- 

"f (i) *^©l/-fe^-^>A°^Kt)b<«^0^ 
15 ^zr^Y&tcU^Ot&h. VX>}*tZ&»2i£tcmGt (ii) ^KOUt^ 

© ^ > A ^7 K b < ^(DgP^y^ H S fc t <£>3g£14 £^ 

20 *^Bj©7>^U-->^fet^ViT^ (i) t (ii) 0il 

®Sifgb*:y;ff>K£, *^©l/-fe^-^>A^K#^M^^c^t 
25 , ^U^U^>H^J;«^b^^*^^©l/-fe^-^>A^H^tSM 
SttfcW^fcfcW-*, ^UfcU^>HO^Hr^-^>A^W^T^^ 
£*£$9?eU JfctJrtS £ t *®®Ltt% 'J H £#fg9§0 >A 
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T«igi± \zmm l tc u-t -j $ - ^ >/\- ^ st# $ , mm 
io rcM&\z&tt2>, Mmistzv$>\ i (Dmu^7?-?>rt>7nm\zft-rz>i&£m 

*.y?-?yn>7nm\ziti-Tz>v%yvfzE) tt3mv>vM.-j$-$yn>7% 

*K>Bt»Wk 7iz5P;io U »Ca 2 m »cAMPm 

ao-r^^tea ssutu &mz>z\tz®WLtTz>vtfy)*t*m®(Du-t 
y^nmto^^^it^^t^^rz\t^(Dm<Dx^^ --> 

25 j t-7?-?yrt?nm\ztttz>v$y\ t u£) z*mjWDNA%^Tz>MW 
g^^^-r^, e: ^ \ z & ?TMmm± \z?m Lttmjwutzf*-? yn? 

nmizmmz&tzM&t, y^nm^mtt^it^ 
&£ifi&mb£®**mm<DDNAztt?zj&nmmftz%mt%z\t\z&'3 
xmmm± \zmm l tz.*m wu-t?*-? yn $ mm \zmm ■z^tc^zs # 
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u>m, mm\Hca^mm, Mcampm wcgmp^, <y 

•>h-;PU>K*^ MBMftglfr, ttrt*>n*ft©U>^L c-fo 
20 ^hA^MCSffit^ut^t^. 

, *»W©d NA*iiiifLaijfi^»MiiBijfi-p5SSTs c t\z£ &frfc3 z. ttms. 
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NA£J8V>Tfc«kK *f8WOU-fe^-^>WR*3-H'r*DNA»f)T-* 

5 SA*«^tr*/^3LD^-i';^t«T*«^#*!^'f;^ (nuclear poly 
hedros is virus ; NPV) ©#U a FU SV40S*©7 p d ; E 

10 aEtt^*PCD^rffiTfr5Ct^T#*. 09*. tf, £M (Nambi, P. 5, 

-/W^-p^AjP- drS^hU- (J. Biol. Chem. ) , 267#. 19555 
M9559H. 199239 fclB«©:£&fc#oTfTfc5 

o 

25 ^£tlZ>Wft<DZ£*^o. M0»JSi:tTH Potter-ElvehjemStf^E 
^-flf-T-W^bit-r^ 7-U>^U>^-^'Jha> (Kinema 

mm*M^;x)Vfrzmtti2^zz.£\z£zmteEtimtft>ftz> e nmmoft 
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u-cffli^nso mx.& mmmm&om (500-3000 rpm) -cmrnm m 

ft* »1M0^) S&U ±m*2io\zm& (15000-30000 rpm) Tji3?30 

5 . ^£n£„ 

l«^^:O10 3 ~10 8 ^ : p-e$»^©W^b<, lO'MO'a^T?**©** 

15 £ «*-n£ ^©«tt £ w-f * w-t 7* >n t> wwfttz zwm. £ 

25 H4-10 (M£L<«pH6~8) OU>l/t?77- hUX-&&A*y77 

ntfv»-rnTt>«kVi. *»*»is^*««**«bw^ chaps, iw 

een-80™ (7S3E-7 b^ft) , rt+ynlz-h^foWtt 
^JSrA-/7 7-fc3J0A-S2:i: i bT#S o $61', 7dx7— t?K<fcSlHz7*^- 
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^U#>F©#^£$A£@tfrePMSF, D-f^y^X E-6 4 kt^k 

0.01-10 mlOil/t^-«, (5000-500000 c pm) (D^U 

fcU#>K£»U ^^tlO^lO^M^^ft^^^^it^. UM$m& 
5 (NSB) ^^^fefeH^M^^OU^^F^iinAfcS^i-^ 

241m M$.L<\mzoftfrZ3ftrmoo r**, ^^xmiim^Tiiiib 

10 £M§£©#?>h (B 0 ) ^e»#«FS»«S^* (NSB) £5IV>fc#£>h- ( 

b 0 -nsb) zmxtLtzm. wgmm&m. (b-nsb) *t, mx\f, 50% 

15 ?v-~>?t%±m<D®~©<D%m&mffi-Tz>tzsb\z\z. pg*.**, u-t^- 
» mm^ca n mm, MrtcAMP^ » c gmpm <y->h 

-;VU >®M£.s iWlMl, «I*I*>/^»©U >&fc, c - f o s © 

Mfc&s\z\z. iff, imwovwz-zynznm^m^zMM*^)^ 
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Gmt^m, smtmm, mmmmm, ttfetitm m®®.ffim&mtzam^ 
15 1. 7.^u-->^titm 

Hanks' Balanced Salt Solution WzTntm) 0. M%<DV : sM.m7 

20 USSlLTfc&Hc 

xl0 5 ffl/^-e^b> 37r> 5% C0 2 . 95% airC2 BPifli&«bfct)© e 
25 rfrl£0 C 3 H] , C 125 n , t M C) , C^S) fs.E~^W^X/tz. x )%y K 

U#>F£0. 1% ^->MT;l/^5> (->^-?ft£D ^PBS-Cl mM 
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2. m^m 

ho»i, m%.%mffi%Li miT?2iii^#bm 490 n i<Dm%.%mffi%L 

©lO^MO" 10 M©i*i£te£Wg&£ 5 jxliDAm ^U;tf>K£5 ill 
f^t>l9H10- s M©U^>H^5 n lin^.T*5<c 
10 ra'J^7>K^0.2N NaOH-1% SDST«U 4 mlO«#'»fV 

ttm&ZMfeV, Percent Maximui Binding (PMB) £&©5rc*:£&3. 
PMB= [ (B-NSB) / (B 0 -NSB) ] xlOO 
15 PMB : Percent Maximum Binding 

NSB : Non-specific Binding (##*W*S£*) 
B 0 : 

>iigi, «rtCa 2 W, »ficAMPm aWcGMP±^ 

h-;vu >mg£, HBMmMft, «jfirt^>A^»©u >m<b, c - f o s 
(v>fc>*$>3, *^ou-fe^-^>/t^S^TS7=f-Xh) , (d) 
*rT*7>^^Xh) , (A) >J^>r ; i*^^©G^>A^^SSlx-fey 
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U #> H £#f&9i© G * Mr ^ St t <Dm&ti *m 

faov&%mm yvY> hyi?s 72, -f5?, +)- 

fc*t)JiJltt**j& £Pfi#®*^ HK»fc«A& JSH# (60 kgit 
T) fc&HTtt, -Hfc-3*»a 1-100 mg, #Sb<tt»l.(K50 mg, «fc 
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mi<D^x'\mmmt, in (60 kgtbt) (c^viT^ -bko#^o 

.01-30 mgg|, $?£L<«m 1-20 ragi^ <fc Dff£L< te&O. 1-10 
(8) *mW<DG?>/Wm#'l9LMU^7?-?>A2ntV$>\!£(Di&& 

z\ttfx%z> e z\nmM\zm%G®mm\z%7x2ntcm®m%ttmmtf 
m e> £ o \zt % <dt*$>z> 0 
mi t)^)VMfs.a\zmmr^ct^x^^mnMtvx\t, mx\t, 
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, ^^->tt#®Stt^J #U7;i^-h80™ HCO-5 0) 75: 

15 = 

±e^i» • &!i£d^ mx\z, mmn (wah u>m^w> mm 
25 mm%mm tyx ^-x 

iZ&Qgmt&Ztf, M# (60 kgtb 

T) fc£^TKi, -B\Z-DtmQ. 1M00 rag, $? £b< 0-50 mg> i 
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^JCltlWAti &&# (60 kgtbT) fc*5V*T«, -BfcO#*50 
.01-30 mgg^ ff*U<tt#50. 1-20 mggg, «kt)»*U<tt#50. 1-10 
5 mgg«*IW»a»K«kt)a#r*©^ff«'&T**. (fc©**©*^ 60 

©5£* 

(ii) &&mtnfc±\z^m<kistz*mw<Dttfc&£tf&mkzntz*%w<D 
©^e y ^ a -:*-;hk# t^-r *»^3&j**) ViT*»«© v-fe^-^ >a° 

tt6©SWteB\ ift##^©t>©£fflV>Tt>£<> fciftSH^F fab' ) , 
, Fab\ &*v^iFabH4)-*ffiViT , bJ:Vi. *56W©H:^-^>/X^K»K: 
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*«, , .c l3, n , c 3 h] , c l4 c] ft^«visn*. ±B**tu 

15 ZZth-C^Z. 
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-&Efc£-#EJ6fc:/B^ &tt3#569i0^ ^ £ n-^;i/£x#«iHz7°*--* > 

©•6, *Rto®mmkmt{F) t9ifr£m&i,it9mfoM (b) t^nt cb/ 

15 3t#*fflV>*J&\ **V>tt, Bliri#:«'5J^tt© i b©^V^2St#^bT@ffi 
A/* hU y^StH tttt«*©*tJRtHffi<b»iIR^*-M0*BII^ 

Dfc^»tt©tt»*©«*a3rr*. &&&*©ft®»#^T&D> '>*©& 

25 &^ffafcfflvi&n*. 

ai©*#, »fMP©«!£«&g£Sftfcv>. ^n-rno^ftfc^Jt^a*©*^ 
, jft^s n ms n#©a#©ftffi»i3« & m^.T*56 w© t*^ >/i 7 n * 
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5 7^5Sfr) > EJil£i&6« r»*fc«ateiiu 06318) (E¥*& 0Bfn62¥fg 
fx) , ^Vs/X"f>- x>1f'T ; En^~ (Methods in ENZYMOLOGY) J Vol. 
70 (Immunochemical Techniques (Part A)), HIS Vol. 73 (Immunochemical 
Techniques (Part B)h WiW Vol. 74 (Immunochemical Techniques (Part 0) 
, fell! Vol. 84 (Immunochemical Techniques (Part D:Selected Immunoassays) 

10 )> IrIS Vol. 92 (Immunochemical Techniques (Part E:Monoclonal Antibodie 
s and General Immunoassay Methods)) * Vol. 121 (Immunochemical Tech 
niques (Part I:Hybridoma TechnoloGy and Monoclonal Antibodies)) (£Ui, 7 

i$©##H+©*SBE©M::/*-*>^K*?©&tti» «E*MBfirtfc*»J** 

(10) ttmt^^^^^©l^-k^-^>A 0 ^K*fe^©gl5^^h* 
25 (DmZgfc-Z&Zik&yKDXZV 

tc\tz<D&*mmm\zmmtz>z.ttfX'%z>oT\ MMm\z&\iz*mm<Du±. 
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(i) ^thPta»o®«, 

(iii) ^khnia»co®jfii^ (DlHg|^e»mglL/tffi^t) 

(iv) >a^k t> l < h zf&m-rzm 
y/wmvm&m&^zfemit-rz z\ t\z «t o , wuci^ >a^« 

(D iES^^v^m^x^t hm%mm w%.& 5*k ^ 
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HJb>X-100™, Tween-20 ra &a $ & KMto&m+Wk* t>? 

'S&nzmftOZt*^?. MCiS^StlTli Potter-ElvehjemM**: 
^i-^^-xmrn^nvm-r^m. 7-U>^l/>^-^Uhn> (Kineia 

bTffiV^n*. 09*. tf, tlHBttm«tta (500-3000 rpm) TrjgPSIH GI 
S> »1~10#) 3&i>U ±»*$SfciSi$ (15000-30000 rpm) T*®1t30 

15 -fe mm tmm a *© u 2 ©jnj£#a*# < 

(ii) #891© Hr?*-* >/1*R%> b< tt-tOtf^^ F*»3tT«» 
R^#£±ffi©;friiK:ftV>fE8IU 

*F^&£*#A*-J0SMW (30^fu~24TO^ #*tX«30#f9~12l$ 
MW, J; D * b < \t 1 ^MW- 6 Nrmm) b < tt-^Mft (30#&~ 3 B 
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ft £ L < tt 1 ttW«~ 2 B «kD»*b<ttl «f IB«-24«f Mft) , * fc 
(30*m~3B«» ff*L<ttll$IH!&~2B«» «fc0ff*L<ttll*M& 

5 7^H©*&£*1-*££fc«k9fTfc5£fc#TS, 

(ii) »imift#*«ftK:a^iMI1"*IRt*«fl:^*^«lcfi^$"&, 
-£[$F B 1ig«& (lBm~7B^> «F*b<ttlBft-3B«, «kO»*U<tt 
2B&~3B&) > aB^M^lt-5*^Hj©m^-^>/^S*fe«-5-0gP 

^ H ©*££*f -5 £ t \Z «k 0 ff & 5 C £ J&*T?# 3o 
10 «M^^^n^*!iBJ©l/^^-^>/^MSfc^M^^K 
©HfgteJIftW ttOT© «k 5 £ L Tfrft 5 . 

(iii) jEHTfeSV^ftRA^xWkh^WLlillI 5yK 

^it-^ kys?, -f^, «i^hm*77 

15 jfiijE^T^, nam* ttmmmfrz) hz>wmmtz7,vv* wx. 

tf, StK^M^ 1^>3 7^, WHS, <£fifc£) fcgfc-**., -Jt^WffS 

(iv) *mm<D u-t??-* y/wnhh < tt*©»^^^ h zimtzft 

25 *^HJ©7>^U-->^?i^^T#e)ni>^^^7 v c^©m«> MM 
icft^S^Mo^-b^-^^^R^fctt^ffi^^H©**^^* 
5f^ffl*Wr*^4feT*D, (<) ttll&ttfc^t**^©^ 

7*-* >A£ RSfctt-t©*^:^ F©*£J«iD;£it:* c t \z £ 0> > 
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*?)VnV>Wm. «^Ca»m IWcAMPm »cGMP4 

c - f o s (D%mt. pH©fiT&^*<Bi-r*stt*fcttai«ii-*»tttt^) 
mm&zM&-rzrz®<D££xm&tzmmtLx&mx&z> 0 
^o&o\z\sxn%n%mm\*&±x&m'&x$>z><Dx, mx.\& t 

20 &<Dm%W)® MM*. 7«;K T^X, fcys>, 7^ 

fckOJSStt**^ finfi4©f^, -«»fc«l>L«, &A# (60 k gib 
T) fc^ViTtt, -0fco*»a.MOO mg, «P*b<tt#&l. 0-50 mg, «fc 

25 t)$?£u<tem o~2o mgt^. *«pwfcis;#-r««^a, *©i®fi# 

M^J©^T1iiia#JA^ (60 kgtlt) fc£V>Tte, -Bfco#»0 

.01-30 rngil, #*L<tt»0. 1-20 rnggg, «t t)ffSb<tt»0. 1-10 
mggg^fK^(:J;0g4ti)©M^T^^ o &©»*»©»£$, 60 
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5 NAiwm mux. 7)vy/\-c?-m. m&wmfcZ) , tkm&m 

nest, m« a^tn) , #mmm wx. 

fc2©^te:fe«ktf/S;fcttte*K:WJfl-e&*. 

a, warn. ^t^;K rfjr^ tfefcHRfcBasnfc 

25 ZT7V>M'??*i'V&<D&5l3.MmL vat, A«t*fcttU"!y*U 

$ 6 K:*JIB©«k 5 £ ft*f©fc«)©^ffim« 
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3-J» * #^*>ttlMSiStt8!l (flU #UV;^-h80™ HCO-5 0) & 

io ±e^ » • i&«wtt, u>tt%mm. rk 

ffc©ni¥L»i$l 7*;K Stf^ ky>\ £v> 

ickOlESW:***** «Pi9!#©*^ -jgfi9l:H^H JgJt# (60 kgtl 
20 T) fc:fcV>T«, -B\Z-Dtm. 1-100 mg> # *b< \t®L 0-50 mg, «fc 

at*©#TttsiiMi*.fcfc mmm (60 kg tux) ic^uti*, -Bi^t^o 

.01-30 mglE $jr£.V<\tfflQ. 1~20 mggS, J: Off £L< TOO. 1-10 
25 mg8flEft#Kft»lcJ:DiJl!4«0*«IF«^'Tf**. &©»»©*£*>* 60 

(12) *56«©l<"fe:/*-*>/^S, *©BR#^^K*&te*n£0JfcK: 
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5 0!Atf, 77^h*>i?», 7tfJ^'J>a tt&ftCa*jlML IfiAc 
Ml^^>;^l0'J>ifl:, c-fos0« pH©&T&<>:£{SiiT5 

io fflVi*ct*«-e#-5 0 

(13) *5BW0G^>^^K^SSU-fe^-^>/t^«&3-K-r4DNA 
15 9yK ^£A, t^-^ 7^, ^3, U-;^f) fc£ ( 

&t\ iw&tB&e-r tmtfznztf, mz, t^a, wxtzz 

*38li0DNA£»«i»l:iAtSI:»fcoTa, iDNAJl««Ti 
«»JPIBfiai»fc*^**369iODNA©*Att, ^»«IOEm^J:V 
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*>\z, B«DNAftflwrr*ii«co»i(jt3aB-r*!itfcj:o, 3$a«£^£*b 
mts^ztiTuzoT, *mw<Di'~tzf2-?>x>7nm\zM-?z>73=.z h£ 

WZ.\f. *^^ODNA^AV^7 > ©mi^4 1 CDDNA i bL<«RNA$a 

(i4) 7 mm) ztttzmm 

*&W<D-$VZ2U*?\* (#K DNA) KffiffiWKjfgr&U tttfUSJ'l'* 
25 ^h* (flU DNA) ©^?:»J-r?)C:<»:^T#-5*^HJ©7>5 1 -fe>7 > ^ 1 J^ 

tfU^W-^h* (M, DNA) CD*«*»«-r«Jli3&JT?#*OT, 09*. tf. 
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?>t>Vtt H^Hllii^flUHn^^^^-, 7tV "M^T.^*- 

v. *zi, >r^, vfrtzE) \ztthxmu®t.tz\mmum\z®.^ 

m7>?±>7>#vz#i'tt\*<DigtJ*m&* tt&mm* 

MfcJsfcA (#M60 kg) td^T^ -S(C0^^7>9 1 -fe>7 > ^U^^^^- 
15 3 1 1***90. 1-100 mgS4t5. 

m7>^±>7,^j^^u^^\t, ffi® j $>mm\z&vz*mw(DD 

©R-«*RNA*-&tfLTfc*BSIk 

@*»M©^>^^RS3-H1-'5RNA©-«*^-r«'U#1f'f A* 
±.^7>^ J t>7.t^)^^Vt^\ t tnm\Z, ZliRNA, Utfif<A&£ 

6 * R £&te#fg$TJ8 Vs S> ft 5 D N A©^|g»$iJ1--S £ £ fltT* * 
©T% *»K©V"fe^-^>^^R©«||^fcHa-r'5«IJS© : ^l» 

zliRNAH, &ft©#£ (09, Nature, 411#. 494IC, 2001^) fclpDT 



WO 03/012104 



PCT/JP02/07773 



81 

UtfWAtt, (flK TRENDS in Molecular Medicine, 7#, 221H 

, 2001^) *%woi$v*2vttY<Dmm*mzwffihTWk-?z> 

10 o 

OS^teu IUPAC-IUB Commission on Biochemical NomenclaturelC e k£B§-^-&£ 

7$.;m\zmvy(&m&fc&$>*)nz>mG\z. mzmmL^nmfi^^-r'b 
15 otr*. 



Gly 


: ^U'» 


Ala 


: 77-> 


Val 


: /V)> 


Leu 


: □-f«» 


He 




Ser 


: ir'J> 


Thr 


: 7>l/*-> 


Cys 


: l/Ts^r-i > 


Met 


: ^^-> 


Glu 




Asp 


: 77>/^=£> 


Lys 


: US?> 


Arg 


: 7/1^= > 


His 


: k*3^> 
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T\l_ 

Phe 


: 7x-J!/77-> 


Tyr 


: J-ui/y 


Trp 




Pro 


: zfu u y 


Asn 




Gin 


tf)V9^y 


pGlu 




Me 




Et : 




Bu : 




Ph : 




TC : 


^7l/U 5? >- 4 (R) -tDVtfttS H 









15 


To s 






CHO 






B z 1 


: ^>V)V 




C l 2 Bz 1 : 


2, 6 -wuuiyvfr 




B om 


: ^yi»v^y^)v 


20 


Z 






C 1-Z 


: i-zuu^yvfrtty-hM-)], 




B r-Z 






B o c 






DNP 


: v- hn7x7-JU 


25 


T r t 






B um 


t -yh*->*3 L ;i/ 




Fmo c : 


n-9 -7;u*W-;i/^ h^v^;^-;i/ 




HOB t : 


1 - k Kn+^>X h U 7l/-;i/ 




HOOBt : 


3, 4 - $?k H n - 3 - k K - 4 - t*y - 
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1,2, 3-^> % /hU7v ? > 
HONB : l-kKD^>-5-;MM>-2, 

D C C : N, N" -i?->i7 OA+->JW^^ 5 F 

wpmn : i 
mnmn ■. 2 

10 #HBJ§©t hE&*fr^G^>/^S#^MI/-fe^-^>A^STGR3 7?: 
KW-St : 3 

«T®iiM i \z&\iz> p c R^Mffl u^y^-r 1 ©^SE^J^^T 

o 

15 E#I#-5§- : 4 

^T^H^J 1 \Z$$tf2> P C R£*STi£ffl 2 ®&Si3?iJ£^1\ 

12?!l#^ : 5 

MTommm 2 \z&tf% p c R£jre<£ffl bfc:/^ 3 ©autEai^T. 

I2?U#-*t : 6 

20 OTOHJSfll 2 P C R^tfffl Lfz??^ V- 4 ©&Si2?iJ£^-f „ 

M2?U#-*f : 7 

i^TCSIM 2 P C RKf&T&m Lfc7n-7 1 O^SSB^J^^To ( 

5 '^SCU^-^-'feil.hbTFAM, 3' ««^I>ft-tl/TTA 
MRA^^tbfCo ) 

25 

1 T'f^nfefSgiftE scherichia coli TO 
P 1 0/pTB2 2 3 3H 2 0 0 1*7 85 BttT\ < iflfi'M ITS 

£§i6#-tFERM BP-7 6 4 9<hLTim£ftW5o 
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mmmi 

kMHCap Site cDNA t'^>y->t) ^iStb, 2ffl© 
75^-, r/^T-l (E^iJ#^: 3) $3«fctf:/7'l"7-2 (1S?|J#^§ : 4 
) &m^TP CRS^^ffofco SE£fcfcl*5EJ£ifc©*&J*te±SBcDNAl 
M 1 £flH8£UT&;flU Pfu Turbo DNA Polymerase 
10 (STRATAGENEtt) 1U, y^-fT-l (la^JS^ : 3) SkTS??^ 
V-2 GE?!I#*: 4) *#0. 5mM, dNTP s £2 0 0 nU, &&Zffi% 
C2XGC Bufferl (TaKaRaft) *2 5n 1 JO*., 50/il(Di 
»«hbfc. PCRSJ&te, 9 5t>l#©l£, 9 5t- 1^, 6 0t- 1^, 7 

15 Tl 8 4 8 bpfcffia-r*RPCRS«*«J**l«bfc^ JltlSrZe r o B 
lunt TOPO PCR i;n-->^yh (Inv i t rogent) 
©M^K^V^^S TO^-PCR-B luntl I -TOPO (I n v i 
trogenffi *<V7>7 u-~ >ifhtz„ ^n*Wlf TOPI 0C«AU 

K^n-K-TScDNAlB^I 2) -tO^XS K£p TB 

2 2 3 3 <h£tt#fCo C©DNAie^3- / iE?>J (IB^J#^ : 1 

) ^^T^)fi^G^>A 0 ^K^S^-fe^-^>A°^S^TGR3 7t*« 
bfc. $ -t©J8Rte»#£:*:»S (Escherichia coli) 
25 TOP10/pTB2 2 3 3i^lfc. 

TGR 3 7 ©BfcM4:/n y hHSrHl fc^T. 
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thMTC panel HumanL M^Humanl I (CLONT 
ECHfr) Zmmtbs 2jH©75'f^— (@2#)##: 5) , ~7 

7^-4 (@B*Wt: 6) yo-;/ 1 (iB*Wf : 7) £fflWTPCR 

£j&£frofc. mfcfc\Z&tf%fcfomv>®.mt±mc DNA l m l £££S!<hLT 
5 ^7-TT-3 (IB?U#-t: 5) &&Zt7y'C?-4 (IB?U#-St : 6) £ 

£0. yn-yi (SB^iJ##:7) £0. 1 ulM, £J;OTaqMan 

Universal PCR Master Mix (7^7-1' HAW^yT, 
fAXt) 25/il Sin*., 50/il ®&*<2:L£. PCRSJftte, AB I 7 7 
0 0 (7:/5-f hW^v.X^AXft) £/BV>T5 0"C • 2#\ 9 513 • 10^ 
10 9 5t« 15#, 6 Ot: • 1#®+K#;i'£4 OmmVWLft^tCo Th 

r e s ho 1 d©M0. 0 5£U fl?#r&fro fciig^ BSc DNAT?3 4 □ tf 
«cDNAT5. Ont-, ffFKc DNAT9 . 63tf-, flffrcDNAT 
6. 6nlf-, f!cDNAT6. 3^k°- ilcDNATC 1 □ tf-> # 
tel&cDNATM. 2DtT-> I&SScDNAT4. 9Dtf-, »IcDNAT'8 
15 . 53fc?-, McDNAT4. 8 Z3 tf — •. /MlcDNAT7. 0 3 fcf-, *J» 
cDNAT 1011 bf— , ilcDNATl 8 Z3 tf— . |iScDNAf3. 2 3 
tf~, 0PMcDNAT*5. S«cDNAT5. 0ilH-©^« 

20 jg^±©MW^ 

S^tf^K DNA, RNA& ^U^MommW) \ts (DU#>K 

30 
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4 . m$tm i ib«© g ^ >/t ^ n&'&m i/iz - * >/i£ r £ ^ - k -r 3 # u 

A„ 

6. SS?U#^: 2T*S2nS:!&Sia^£>&&DNA„ 

11. if^4IS«©^U^^l/^K^WbT^g^„ 

1 2. »^llBmoG^>/^K^Ml/-fey^-^>/^Kt ) U<««*]S 

1 3. W^lfHm^G^V/^R^^^ii^-^w^^Ov^;^^ 
^^tt^l-^^^^T^^if^l 2fB®0#C#. 
1 4. s»^«l 2gB«©tit#£^WLTft5^r§£ e 

15. m#mi2mm®m&z^LT-&2>mMo 

1 6. if^lfBS©G^>A^K^S!^iiy^-^>/^K i foL / <«|f^5 
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3 BmoBfti?? h * rcttvt&zm z. t \z ± o # & § nt&g i ts«& 
5 is. m&mimm<DG*>wm%®mui>7?-*>MMhL<\m3m 

So 

ft$ : &Sfl:^«i*fctt-€-©ife©^d7U-=>^& 

2 0. ff^«ifB®©G^>;^K^SMl/-ky^-^>A^H=foL<«it^ 

3 E«©8R^^ H*fctt-€-©Jfi*-&Wr* C £ Z&WlttZ U #> K 

15 « i eft© g * >/t & m&'&m. vttz-zynzns. Mttvm. t ©«-&& & 

2 1. if #511 9Ea©^^U-=>^ffi*fcttBS*«2 0SB«©**'J-^ 

> ^ffl * y h ^ffi \*x% 6 n 5 * u 13 > h tit im i tarn© g * >/i ^ h^&u 

20 c 

2 2. gfjfc^l 9E*©^^U-=>^fe*fc«»^2 0E*©^^U-n 

> ^ffl + y h UT# 6 n 5 5 U 13 > H <h!f ^ 1 fBic© G * >n 2 M&'&W. 

25 2 3. W^4fB^©^U7^l/^5 1 H<hA-i > 7> HJ >5?x> hfc*frTTf/Vf 
2 4. »*«4|B«©#U^^U^Htffl»W^S*E?!I*fctt^©--«*^' 
2 5. »*3J4|SIR©#U5i^^*9 i H*^4-t©-S*ffl^'B;:i:*W*^T 
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2 8. §if*82 5i3«©€*^j**fflUS;:t^afr*ai*3glE«OG^ 

3 0. IS*82 8ffi«©^^U-n>^S%M^T^&n3*»*81E«0 

ai*8 1 &M®G?>x?n%'&Mutzf?~?>/wmm*^kisi):z>m&y!i 

3 2. if*^2 8B«O^^U-=>^tt*J|ViT1»6n5ftll*81IB«0 

»*8 1 mm<DG?>x2n#'&mu±7?-?>x?mm*mbiE#%fc&® 

3 4. ftttttM, ft. ftlt^I, 

«t<fc«*££0^Bfr • fe*ffl"?&&fll*8 2 2,3 2 3 3 fSfc©Ello 
3 5. nf?L»^bT, Sf*81 9iB«©X^'J-->^j**fctt|f*82 
OfBit0X£U-->^/B*y h*«V>T#6n3*U^>K»*8ie«© 
G^>A^R*SS^^-^>^^R*fctt^oifttCD|g#ft$3gftS-B-* 
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, mm&mm, m, ftm&&m, f&m%mm£tzim<m%#i&<D : ?® • mm* 
3 6. m%mmznvx. m^M2mm<D^^--y^*m^m^x%^ti 

mum. 

37. DiM^^LT, m&m2 9E«©x^u-^>^s^viT#e»n 
•5 zMMmiz&tt&mxm i mm&G? yn^m^mv^^-^ ynzmm 

3 8. *mmm, ^stfei, mmmmB, m, ttm&mm, %.&%mm$.tz\z 
■%&£tz\m#m2 o&m,<Dz?v--yifm*y v^m^xn^nt^^y 

39. *mmm. <&m&mm, mmmm. &, ttm&mm. ftm%&m&fz\z 
*&&m ^x%t>tio%mikm i mm<DG?yAS7n#'&Muiz7?-? ynz 

4 0. ^m^s, ^itii, ffigt^su as, m&izm, 
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SEQUENCE LISTING 

<110> Takeda Chemical Industries, Ltd. 

<120> Novel G Protein-Coupled Receptor Protein and its DNA 

<130> P02-0108PCT 

<150> JP 2001-234295 
<151> 2001-08-01 

<160> 7 

<210> 1 
<211> 560 
<212> PRT 
<213> Human 

<400> 1 

Met Asp Leu Lys Thr Val Leu Ser Leu Pro Arg Tyr Pro Gly Glu Phe 

5 10 15 

Leu His Pro Val Val Tyr Ala Cys Thr Ala Val Met Leu Leu Cys Leu 

20 25 30 

Leu Ala Ser Phe Val Thr Tyr He Val His Gin Ser Ala lie Arg He 

35 40 45 

Ser Arg Lys Gly Arg His Thr Leu Leu Asn Phe Cys Phe His Ala Ala 

50 55 60 

Leu Thr Phe Thr Val Phe Ala Gly Gly lie Asn Arg Thr Lys Tyr Pro 
65 70 75 80 
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He Leu Cys Gin Ala Val Gly He Val Leu His Tyr Ser Thr Leu Ser 

85 90 95 

Thr Met Leu Trp He Gly Val Thr Ala Arg Asn He Tyr Lys Gin Val 

100 105 110 

Thr Lys Lys Ala Pro Leu Cys Leu Asp Thr Asp Gin Pro Pro Tyr Pro 

115 120 125 

Arg Gin Pro Leu Leu Arg Phe Tyr Leu Val Ser Gly Gly Val Pro Phe 

130 135 140 

lie He Cys Gly Val Thr Ala Ala Thr Asn He Arg Asn Tyr Gly Thr 
145 150 155 160 

Glu Asp Glu Asp Thr Ala Tyr Cys Trp Met Ala Trp Glu Pro Ser Leu 

165 170 175 

Gly Ala Phe Tyr Gly Pro Ala Ala He He Thr Leu Val Thr Cys Val 

180 185 190 

Tyr Phe Leu Gly Thr Tyr Val Gin Leu Arg Arg His Pro Gly Arg Arg 

195 200 205 

Tyr Glu Leu Arg Thr Gin Pro Glu Glu Gin Arg Arg Leu Ala Thr Pro 

210 215 220 

Glu Gly Gly Arg Gly He Arg Pro Gly Thr Pro Pro Ala His Asp Ala 
225 230 235 240 

Pro Gly Ala Ser Val Leu Gin Asn Glu His Ser Phe Gin Ala Gin Leu 

245 250 255 

Arg Ala Ala Ala Phe Thr Leu Phe Leu Phe Thr Ala Thr Trp Ala Phe 

260 265 . 270 

Gly Ala Leu Ala Val Ser Gin Gly His Phe Leu Asp Met Val Phe Ser 

275 280 285 

Cys Leu Tyr Gly Ala Phe Cys Val Thr Leu Gly Leu Phe Val Leu He 

290 295 300 

His His Cys Ala Lys Arg Glu Asp Val Trp Gin Cys Trp Trp Ala Cys 
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305 310 315 320 

Cys Pro Pro Arg Lys Asp Ala His Pro Ala Leu Asp Ala Asn Gly Ala 

325 330 335 

Ala Leu Gly Arg Ala Ala Cys Leu His Ser Pro Gly Leu Gly Gin Pro 

340 345 350 

Arg Gly Phe Ala His Pro Pro Gly Pro Cys Lys Met Thr Asn Leu Gin 

355 360 365 

Ala Ala Gin Gly His Ala Ser Cys Leu Ser Pro Ala Thr Pro Cys Cys 

370 375 380 

Ala Lys Met His Cys Glu Pro Leu Thr Ala Asp Glu Ala His Val His 
385 390 395 400 

Leu Gin Glu Glu Gly Ala Phe Gly His Asp Pro His Leu His Gly Cys 

405 410 415 

Leu Gin Gly Arg Thr Lys Pro Pro Tyr Phe Ser Arg His Pro Ala Glu 

420 425 430 

Glu Pro Glu Tyr Ala Tyr His He Pro Ser Ser Leu Asp Gly Ser Pro 

435 440 445 

Arg Ser Ser Arg Thr Asp Ser Pro Pro Ser Ser Leu Asp Gly Pro Ala 

450 455 460 

Gly Thr His Thr Leu Ala Cys Cys Thr Gin Gly Asp Pro Phe Pro Met 
465 470 475 480 

Val Thr Gin Pro Glu Gly Ser Asp Gly Ser Pro Ala Leu Tyr Ser Cys 

485 490 495 

Pro Thr Gin Pro Gly Arg Glu Ala Ala Leu Gly Pro Gly His Leu Glu 

500 505 510 

Met Leu Arg Arg Thr Gin Ser Leu Pro Phe Gly Gly Pro Ser Gin Asn 

515 520 525 

Gly Leu Pro Lys Gly Lys Leu Leu Glu Gly Leu Pro Phe Gly Thr Asp 
530 535 540 
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Gly Thr Gly Asn He Arg Thr Gly Pro Trp Lys Asn Glu Thr Thr Val 
545 550 555 560 

<210> 2 
<211> 1680 
<212> DNA 
<213> Huian 



<400> 2 



atggatctga 


agacagtgct 


ctccctgccc cgctacccag 


gggagttcct 


gcaccccgtg 


60 


gtgtacgcgt 


gcacggccgt 


catgctgctc tgcctcctgg 


cctccttcgt 


cacctacatc 


120 


gtgcaccaga 


gcgccatccg 


catcagccgc aagggccggc 


acacgctcct 


gaatttctgc 


180 


ttccacgcgg 


ccctgacctt 


cactgtgttc gccggcggca 


tcaatcgcac 


caagtacccc 


240 


atcctgtgcc 


aggcggtggg 


catcgtgctg cactattcta 


cactgtccac 


catgctgtgg 


300 


ataggagtga 


ccgccaggaa 


catctacaag caggtgacca 


agaaggcccc 


tctgtgcctg 


360 


gacacagacc 


agccaccgta 


ccccaggcag cccctgctca 


ggttttacct 


cgtcagcgga 


420 


ggggtcccct 


ttatcatctg 


tggggtcacg gctgccacga 


acatcaggaa 


ttacgggaca 


480 


gaggacgagg 


acacggcgta 


ctgctggatg gcctgggagc 


ccagcctggg 


cgccttctac 


540 


ggcccagccg 


ccatcatcac 


cctggtcacc tgtgtgtact 


tcctgggcac 


ctacgtgcag 


600 


ctgcggcgcc 


acccagggcg 


caggtacgag ctgcgcacac 


agcccgagga 


gcagcggcgg 


660 


ctggcgacac 


ccgagggcgg 


ccgtgggatc cggccaggca 


ccccacccgc 


acacgatgcc 


720 


cccggcgcct 


ccgtgctgca 


gaacgagcac tcattccagg 


cacagctgcg 


cgccgccgcc 


780 


ttcacgctgt 


tcctgttcac 


ggccacgtgg gccttcgggg 


cgctggcggt 


gtcacagggc 


840 


cacttcctgg 


acatggtctt 


cagctgcctg tacggcgcct 


tctgcgtgac 


cctgggactc 


900 


ttcgtgctca 


tccaccactg 


cgccaagcgt gaggacgtgt 


ggcagtgctg 


gtgggcatgc 


960 


tgcccgcccc 


gcaaggacgc 


ccaccccgca cttgacgcca 


acggggccgc 


gctgggccgc 


1020 


gccgcctgcc 


tgcactcgcc 


gggactgggc cagccacggg 


gcttcgcgca 


cccaccgggc 


1080 


ccctgcaaga 


tgaccaacct 


gcaggccgcg cagggccacg 


ccagttgcct 


gtcaccggcc 


1140 


accccgtgct 


gcgccaagat 


gcactgcgag ccactgacgg 


cggacgaggc 


gcacgtgcac 


1200 



WO 03/012104 



PCT/JP02/07773 



5/7 

ctgcaggagg agggcgcctt cgggcacgac ccccacctgc acgggtgcct tcagggcaga 1260 

actaagccgc cctactttag ccggcaccca gcagaggagc ccgagtacgc ctaccacatc 1320 

ccatccagcc tggatggcag cccccgcagc tcgcgcacag acagcccccc cagctctctg 1380 

gatggcccgg cggggacaca cacgctggcc tgctgcaccc agggcgaccc cttccccatg 1440 

gtcacccagc ccgagggcag tgatgggagc cctgccctct acagctgccc cacgcagccg 1500 

ggcagggagg cagcgctcgg gcccggccac ttggagatgc tgcggaggac acagtccctg 1560 

ccctttggtg gccccagcca gaacgggctg cccaagggta aattgctaga aggcctgccg 1620 

tttggcaccg acgggaccgg caacatccga acgggaccct ggaaaaacga aactactgtg 1680 

<210> 3 
<211> 29 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Designed oligonucleotide primer to amplify DNA encoding TGR37 
<400> 3 

gtctgggact ttgaccttcc agaggccat 29 

<210> 4 
<211> 30 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Designed oligonucleotide primer to amplify DNA encoding TGR37 



<400> 4 
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tctgctctga agctcctcca ggaacaccgt 



30 



<210> 5 
<211> 17 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Designed oligonucleotide primer to amplify DNA encoding TGR37 



<210> 6 
<211> 19 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Designed oligonucleotide primer to amplify DNA encoding TGR37 



<400> 5 



cggcatcaat cgcacca 



17 



<400> 6 



atagtgcagc acgatgccc 



19 



<210> 7 
<21 1> 20 
<212> DNA 



<213> Artificial Sequence 
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<220> 

<223> Designed oligonucleotide probe (labeled with FAM (5') and TAMRA (3' 
)) 



<400> 7 

accccatcct gtgccaggcg 



20 
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